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(54) xncofift: *f«-f 5 4ryijs»«»#te*tf*o)fflJi 



= Q-N 



-2 (2) 



o 



f R2 



Y-Z-R 1 



(I) 



(E) n 



NC-Q- 



NC 



Sfcte 
or 




(57) Abstract: A compound represented 
by the formula (I): [Chemical formula 1] 
(I) [wherein Q is a group represented by 
the formula; [Chemical formula 2] (X) or 
(Y) A is hydrogen, halogeno, -ORa, or 
alkyl optionally substituted by one or more 
halogen atoms; E's each independently is 
C^.6 alkyl; m is an integer of 0-3; R and 
R each independently is Ci_g alkyl; X 
and X each independently is O or S; Y 
is one member selected among arylene, 
a divalent 5- or 6-membered monocyclic 
heterocyclic group, and a divalent 8- to 
10-membered fused -ring heterocyclic 
group;and Z is -CON(-Ra)-, -CO-, -COO-, 
-NRa-C(=NH)NRb-, -NRa-(C=N-CN)NRb-, 
-N(-Ra)COO-, -C(=NH)-, -S0 2 -, 

-S0 2 N(-Ra)-, -S02NR 1 -, -N(-Ra)CO-, 
-N(-Ra)CON(-Rb)-, -^COR^CO-, 
-N(-Ra)S0 2 -, -N(S0 2 R 1 )S0 2 -, -N(-Ra)-, 
or -N(-Ra)S0 2 N(-Rb)-l, or a salt, prodrug, 
or solvate of the compound. Also provided 
is a medicinal composition containing the 
compound or the like. 
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1 3 5 «*& *d*SilH*5t£ttrt Shizuoka (JP). /JnjS 
tftfij (ONUMA, Etsuro) [JP/JP]; =r 2478530 #&JI||R 
mUtfimm 2 0 0 Kanagawa 
(JP). J 1 1 H (KAWATA, Hiromitsu) [JP/JP]; t 

2478530 nmiw un-Mmmm 200 *nssn*3C£ 

*±ft Kanagawa (JP). Mm (TANIGUCHI, Kenji) 

[JP/JP]; T 2478530 W^JIIHM^rtitiJl 200 ^^ 
»at*5t#art Kanagawa (JP). 

(74) f-tlA: — * , ^(SHAMOTO, Ichio et al.); T 

1000004 iKKffTftHlE^fflr-Ta 2» i 

^EBT t^U 2 O 6 m ar*/\7a*W»*8Bf Tokyo 
(JP). 

(si) jiffiH (»^(D«i*Hy . ±xo)«ii(DiirtfiHi 

"STUB): AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, 
BR, BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KM, KP, KR, KZ, LC, LK, 



LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, 
MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, 
SC, SD, SE, SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, 
TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) »SH(*^o)a^iRy. ±T<Dmm<D&&&mtf*i 

fig): ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, SD, 
SL, SZ, TZ, UG, ZM, ZW), — 7V7 (AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM), 3 — P V (AT, BE, BG, 
CH, CY, CZ, DE, DK, EE, ES, FT, FR, GB, GR, HU, IE, 
IS, IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 

■Butt** 



(57) 

* (I) 




[ft 2] 




^C H 7/K/Htfe!3 ; Ett, 3fi3fcfrc s C 1HS T^/X-S^feil^^H ; mtt 0 — 3 0>SSfc&»fe»*l£ 

Sft*H;Ytt, ZU-l^yS, *5 i t; 2 ft© 5 i L < 6 IM**^:^ 8-10 fti^I^f n 
SSS3&>£>3S4R£ft ; Z f£ s -CON (-Ra) - s -CO-, -COO-, -N R a — C (— NH) NRb- - 
NR a- (C-N-CN) NRb- -N (-Ra) COO-, -C ( = NH) - -S O a - -S0 2 N (-Ra) 
- rS0 2 NR L s -N (-Ra) CO-, -N (-Ra) CON (-Rb) -N (COR 1 ) CO-. -N (- 
Ra) S0 2 - -N (S02R 1 ) S0 2 - -N (-Ra) - 3=fcf3:-N (-Ra) S0 2 N (-Rb) 
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m m m 

[oooi] *mmte. mm^tif^m^^3m^^4^yy^^mmi^Rximm^^ 
[ooo2] ^xnret^ m&mm. m^mm±m, %&mM^m, m^m, m-mmm. 

[0003] -rX\Z&Tl/Vuf^ftU 1rt£ttTZsY*^&&fo<OT>#^~*YhVX^ Mx. 

[0005] £E>l^ ^/V^5KO^tt^#:-efe§t:Ktidriy^/k^^K^lO ,u mol/L<7)^gT:\ 
[0006] *#7yhtcg^g|^t3^i3>'^tj«e^^i3/w^y>'^2aWji^lft-^i-5 
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[0007] 
[0008] 

[0009] 
[0010] 

[0011] 
[0012] 



Wb2] 



^^WO2004/031160^fg(#f^fifc5) % 8^^02004/070050 
#fF^l :#P?i ¥4-308579-^-^ 
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#fF#Sfc3 : 510845^£# 

#fF^Ci^5 : 5^^02004/031 160^^^ 
#fF3Cfifc6 : S^^WO2004/070050^^^^h 
##fF3C§fcl:J. Biol. Chem. x ^270#, f|19998-20003H^ 1995^ 
##rp^Ci»2: 0 ftfrm^m, Ig66#, |g597-606JI\ 1990^ 

[ooi3] jfmn<D-KD a ii^tffl^it, #«r^Kn^v^tt^#-r5 

[ooi4] ^pjsogijo g m^. ^m^^v^mmi^^mm^mm-r^t^h^o 
[0015] ±Mumkm^^t^ g w^b-c, ftw^^mfefc^, ^ 

[0016] i~^*>, #^0J(7)lo(D#Jffi(z:J;^fi\ 5^(1) : 
[0017] Mb3] 




[0018] KtKQte, 
[0019] Mb4] 
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[0020] ~Cfc*9; 

1-4 

1-6 

1-6 

1-4 1-4 
1-4 1-4 
1-4 1-4 1 

-4 1-4 

Zte, -CON(-Ra)-, -CO-, -COO-, — NRa — C( = NH)N(— Rb) — 
, — NRa— C( = N — CN) NRb — , -N(-Ra)COO-, -C( = NH)-, -SO - 

2 

N -SON(-Ra)- N -SON(-R')-^ -N(-Ra)CO- % -N(-Ra)CON(- 

2 2 

Rb)-, -N(-COR')CO-, -N(-Ra)SO -N(S0R')S0 -N(-R 

2 2 2 

a) *^{i-N(-Ra)SO N(-Rb) -XftV; 

2 

1-6 
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3-8 

3-8 

Bte.mftK.C T/V3r/]^(fcfcU R l a*C T/V^r/V^ C T/V^^y^Dt 

1-4 1-6 1-6 

^iiio./^v^, *m&. ^r/i, ^ys, -coNRaW, -n(-r 3 

)CORK -NRa x Rb\ -N(-Ra)SO Rb, -SO NRa x Rb\ -SO Ra, -COOR 

2 2 2 

a, -ORa. TU— /US, ^^vM&M^ C ^nT/^/H, *5^T^C ^n7/V 

3-8 3-8 
3-8 1-4 1-4 

Jj!h\ *Bfe£. -C00Ra^^M^^l^-hoBmS{-i ^ 9M^t^-Cv^-c^i 

Ra3o£U*Rbte, miLK, /R*J®^\ -P( = 0) (-OM) , C T/l^r/V^&itK 

2 1-6 

C T/V^/VX/V^/Vmh^m^frL, r^-e, l^T/Vdr/VS^IFT/l^r/l^ 

1-6 

/]^~/V^J3:, Zfc^^ C T/V^^^S, ^P-^VJ£i\ -NRa'Rb 1 , -COORa' 

1-6 

Ra'^io'Rb 1 }*, tut, frm^teXTfc T/^/^m^hm^ti. ^-c, 

1-6 

1-6 

Ra^^TOb'^^^^i-SS^Jg^-^-^^^o-C^^m^n^S 

1-6 

zii-coN(-Ra) —iefctt.— co-WK ; 

1-6 1-6 
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[0021] *mm<D%\\<DMW\Z£tlte. _h|BO^;(l) iCfclvC, -Y-Z-^TfEOTZ-Y 
Z 7 : 

[0022] Mb5] 

(E 2 ) n (E 2 ) n (E 2 ) n 





N \^^N Z 3_ 

YZ 1 YZ 2 YZ 3 




YZ 4 YZ 5 
(E 2 ) n (E 2 ) n 



5. 



— |J ^ 



YZ 6 YZ 7 



[0023] D£t{\ nttO~3(DSEtR*^S^*tb; 

1-4 1-4 
1-4 1-4 
1-4 1-4 1 

—4 1—4 

x\ x\ x\ x'doitKx 8 ^ iiLr, CH*5J;tfNd»fejKR§^ {B.U x\ x 7 *5 i 
tJ?X 8 N B# ICCH-C ttfc< ; 
X 4 «, -CH -S-, O , ^fcfS-N(-W) fcfcU X 3 ^oj;^X 5 

2 
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2 

Wte, *l?tJ§H\ C T/V^r/vm, C T/l^drVS, -SO Ra, -SO NRaW, 

1-6 1-6 2 2 

3cfcte:-CORa-e£>«9; 

Z 1 , Z 2 , Z 3 , Z\ z\ ZfteXTfZ 7 ^ -CON(-Ra) -, -CO-. -COO-, -N 
Ra-C( = NH)NRb-, — NRa — C(=N — CN)NRb — , -N(-Ra) -COO-, 
— C(=NH)— „ -SO -, -SO N(-Ra)-, -SO NR 1 -, -N(-Ra)CO-, 

2 2 2 

-N(-Ra)CON(-Rb) -, -N (COR 1 ) CO-, -N(-Ra)SO -, -N(SO R 1 

2 2 

)SO -, -N(-Ra)-,*fc«-N(-Ra)SON(-Rb)--efe<9; 

2 2 

[oo24] ^-e, &miax, amis, mftif. fcrnm?. wy^n^;vm, ^ 
m^wc, x^o-efco, d^ox 2 ^o^cf4s-^fe5o *^0J^iJ»^ifets#£-*3 

V^T, Z 1 , z\ Z\ z\ Z 5 , Z 6 *5j;t^Z 7 {i, -CONH-, -COO-, -NHCO-, - 
NHCONH-, -NH-COO-, -N(COR')CO-, -NHC( = NH)NH-, - 
NHC(=N-CN)NH-, -SO -, -SO NH-, *3«tl^-NHSO 

2 2' 2 

fr5o *&m<D&bfcWl<DMffimm\Z.&^X, z\ Z 2 &£T$Z^ -CON(-Ra) - 
, -CO-, -COO-, -SO -, -SO N(-Ra) $o£XfSO N(-r') 

2 2 2 

bal^tb;Z 4 *DitFZ 5 {L -N(-Ra)CO-, -N(-Ra)CO-0-, -N(-Ra) 
CON(-Rb)-, -N (COR 1 ) CO-, -N(-Ra)-SO -$o£Xf~SO - frbM 

2 2 

iR£tV;Z 6 Ji, -N(-Ra)CON(-Rb) -N(-Ra)CO-, -SO N(-Ra) - 

2 

, -SON(-R 1 )-, -N(-Ra)SO -, -N(SOR 1 )SO -, &£Xf-NRa~fr 

2 2 2 2 

bMtR£tl;Z 7 n, -NRa-C(=NH)NRb-, — NRa— (C = N — CN) -NRb- 
, -N(-Ra)CO-, -N(-Ra)CON(-Rb) -N (COR 1 ) CO-, -SO -, 

2 

-SON(-Ra)-, -SON(-R 1 )-, -N(-Ra)SO -, -N(-Ra)SON( — 

2 2 2 2 

Rb)-, -N(-SO R')SO -, &£Tf-N(-Ra) -frbm$l&tl%o 



WO 2006/028226 



8 



PCT/JP2005/016664 



[0025] ^mmi^^^X, MKfem£tl%&Jig,4^CDMbVX^ Li, Na, K s ?£¥(DT/V 

[0026] _bfB^(I) iC&Vv-CYte, ^^v*yi?^±<Dmmm^bW&&xMi&v, £h 

{i)^ky(D^:xm^n^YZ\ YZ^iOTZ 3 : 
[0027] Mb6] 




YZ a 2 YZ a 3 



[0028] (^^T^^-C^^tvSYZ^it^YZ 5 : 
[0029] Mb7] 
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YZ a 5 YZ b 5 YZ C 5 



[0030] {iw)HkT(D^rQm^fl^YZ 6 : 
[0031] Mb8] 
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[0034] ^ttWo -Y-Z-tt. 0^L<«, YZ \ YZ \ YZ \ YZ \ YZ \ YZ \ YZ \ 

a a b c d a b 

a b 

[0035] _LfEYZ\ Y2?&£XF{Z i \Z.&tfZ>z\ Z 2 &£WZ 3 fe, f&&\Zt±* -CON(-Ra) 
-SO -SO N(-Ra) - , *3it;-SO NC-R 1 ) -d^M^ _hfBYZ 

2 2 2 

4 &£OTZ 5 ^W3Z 4 :|oJ;^Z 5 te, 0jg|cr±x -N(-Ra)CO- % -N(-Ra)CO 
N(-Rb)-, -SO - N -SON(-Ra)-, N(-R 1 ) -frbMtfL&fr 

2 2 2 

So &E>K^ ifBYZ^&tfSZ^J^Z 7 ^ M^f*. -N(-Ra)CO-. -N(- 
Ra)CON(-Rb)-, -SO -SON(-Ra)-, -SO N (-R 1 ) - % &£Tfi- 

2 2 2 

N(-Ra)SO -35^>»l$tu5o 

2 

[0036] 35fc % iiffiYZ'—YzV^ttSE 2 ^ 0jg^f*, Tk^S, C TtV* 

1-4 

1-4 

^\ ^/vg, ^h^S, xh^vs, te£.Tf%/w<^/uM 

[0037] ^^<D— O(D|lifete#^*5V^T,E 2 }*0*U<}*C T/Wr/^fctt^ny^ 

1-4 

[0039] ^mm<D— ^xDMM-m^^m^x, r 1 ^ ^kmc^ T^ym, c t/v^/vt^j 

1-4 

^(C T/V3r/U)T^/M,C T/V^r/vm, fcKu^rVC T/V^/V^, C T/W 

1-4 1-4 1-4 1-4 

1-4 1-4 1-4 

fc°^7v^W3£. (C 771^r/Vfc°^7 v 5 — /V) C TVl^r/l^, (C 77V3VVt°^7 

1-4 1-4 1-4 

v?-/^) c TJ>V^t*c*s^ t^iJ^H^ c (C T/^/W 

1-4 1-4 1-4 

1-4 1-4 1-4 1-4 

1-4 1-4 1-4 1-4 

1-4 1-4 1-4 1-4 

1-4 1-4 1-4 

1-4 1-4 
1-4 

yjs})^/P^ ^e/V/J^y^/VC T/l^/WS, ^^—/V-C 7/^/H, 7x^/VS, 7 

1-4 1-4 
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oi^/VC T/V^r/V^, scuffs? xl~;V^ C 7;V3^i/7x^;H, tKn^V^ 

1-4 1-4 

3-7 3-7 3-7 

1-4 3-7 1-4 

[0040] ^BJOSfJCD^M^^33V R 1 ^. 7k*lgH\ C T/V3r/VT$/^ 

1-4 

% v>(C T/^/V)T^/m,C T/^/vm, tKn^VC T/l^A-S. v^Kn^ 

1-4 1-4 1-4 

1-4 1-4 1-4 1-4 

1-4 1-4 1-4 

/Mf^9v^/V)C T/V^/V^ t^y^/VS, C T/V^r/Vt^y^yVS. (C T 

1-4 1-4 1-4 

1-4 1-4 1-4 1-4 

1-4 1-4 

jvc 7;^/H, t^yvvvc T/v3vvS. t°ny v^/vc T/v^/vS. ^e/v^y 

1-4 1-4 1-4 

^/VC T/V^r/l'S, ^^-/VC 7;V^r/VS, 7x^/Vl, :7m^vVC T/V^r/I^ 

1-4 1-4 1-4 

. C VW/^S, C ^^PT/^/VS, C i/^P7;l/^;l/C 7/V^/VS 

3-7 3-7 3-7 1-4 

3-7 1-4 

t o ny t°y vy^, ^^-/v^, ^vy/vs, ^/v^j^/vM, 

/vm, C ^P7;^;H, C ^n7/^/vS(J, C 7/WS, c T/v^ 

3-7 3-7 1-4 1-4 

[oo4i] ^mmmmmmmm^^ ^-c r 1 ^ ^ jdk^ t^/s, ^as, 

% n — ^nfcT/l^ i— ^ntf/V^ n-7^/V^, i-^^/V^, sec-^^/V^, t — 

-^vV-l — fA-S, (4-^vM^^V-l — fAO^A-g, (2, 
t°^7^- 1 -^71-0 ^A^, (4-^y^nt 0 /Vt°'<7^^- 1 ->f AO 

t°-<y^-i-^fA^ 4-^At°^yvV-i-^*A^ (t^yv^-i-^A) 

^A^, (4-^Afe°^yv^-l-^A)^A^ ^Hrv^, ^Hrv'S, n-^ 
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h^>&, 2-(4-^/vt°^> ? ^-i— f/v)^h^>m, 3 -try 

m*. T^y^, **f-;vm, =^;vm, {^y^-i-4/v)^/vm, tv^m, 

4-y^vVfc°^v i V- 1 — f/v) ^h^S^if^^xSo 
[0042] R'ofttOttlt^Btt, An^yg^, ^fyS, *;W^;H, 

c 7/v-3vv#/w^-f/kS. i-^c T;^)^/^^!, c 7/v-= 3 fvv#/w 

1-4 1-4 1-4 

1-4 1-4 1-4 

1-4 1-4 
1-4 1-4 

a^/^^S, tKn^>S, c T/v^^v-^, tf^v^/v^ t^y^vv^ 

1-4 

7y , y/i^(^g£t°^v ? ^/v^ txy^n^ t°ny^/n, tryiM^ ^r^v 
y/vm, ^^y^;n, ^^/i^, ^ryy/vsf*, c 7/i^r/i^ c 7/v-=^ 

1—4 1—4 

%o fB&Kft:* Bte, xk^S, t'f-jvm. n-7°tt°/vm, i-y°n\£svm, * 

^y^viyr^y^ ^/vr^/s, v'^/vr^ys, 7^mt% ^*j^t-, &mm 

^/Vtf^vvl^ Jj>;W^KS, 7-feh75K^, y^/KW;jwV7$7^ */K77 
•^^iWS^ y^/wvi^r^ivvjs, ^y^i^vi^r^e-'f/i"^ y^/wvv^— 

trys^a^ 4^7]) /vm. ^e/v^y^/v^, ^^-/^^tt^ryy/v 
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[0043] 
[0044] 

[0045] 

[0046] 
[0047] 

[0048] 
[0049] 



■So 

1-6 1-6 

7-14 1-6 7 

14 7-14 



^*5^B^i-*5V^-C, -SO r\ -SO Ra, -SO RbfcfcttSR 1 * RafeitKRb 

2 2 2 

tt.^mw^uw-x&z>z.bfrm£L\ \ 
Wfcio] 



K4\ A, m^i^E^(-feab/t^j6*9^S] 

>JK^\ -OR\ ^fcteC T/^/vMXh*)^ ^mi^<\^VVy;v^rn^;v^ ^ 



4- [3- (l-^h^y#/l^— /Vfc°^yvV-4--fVV) -4, 4-^^-5-^" 

^y- 2 -^h^y^yvy vV- 1 -^f/v] - 2 - hyy/w^-ny^/v^yy^MJ/v ; 
4- [3- (i-^h^y^/k^/vt°-<yv?^-4-^) -4, 4-i 
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^y- 2 -^h^y-r^yvy i --f/v] -2-ynn^>-y~i>y/v ; 

4- [3- (l-^h=3r^/l-^/Vt 0 -<yv J ^-4-^V) -4, 4- 
^-y - 2 - ^-ap-y-Y 5^;/!J i^V - 1 - -iVV] -2-^na- 3 — ^/WO^/^MJ /V ; 
4 - [ 3 - ( 1 - Tir^/Vt^y - 4 - -fVV) - 4, 4 - vW/V - 5 - ir^rV — 2— 

^^y-r^y yy 1 - -Y/v] - 2 - byy/M-ny^w^o-y^y/v ; 
4- [3- (i-^y^/^^/vn°-<i>-yy-4-4M -4, 4--yy^/v-5-^ 
y-2-^^-y^yvy 1 — r/v] -2-hy^/^n^/v-o-y- hy/v; 

4-[3-(l-Tir^/Vt°-<yvV-4--l7V)-4 ) 4-^^/1^-5-^-^-2- 

^^y-r^^yy v?y - 1 - -ivv] - 2 - y n n-<>-y ~ ^y/v ; 

4- [3- {X--^n\f^-^)V\f^yj^-A--i;v) -A, 4-l?^?/>-5-tty- 

2 - ^^y^yvy 1 -4M - 2 - y nn^o-y^hu^ ; 

4- [3- {l-y a n^yy,;V^;V\i°^)i/y-4-^/V) -4, 4— JW/V-S-;*- 

dry - 2 - ^^yY^yy^- 1 -ivv] - 2 - y nn^yy^hy/v ; 

4- [3- -4, 4-v?y^/V-5-^-dr 

y - 2 - ^^y^yyy i?y - 1 — f/v] - 2 - y tm-<^y^i>y,v ; 
4-[3-(i-^yyx/^^/vt°^y> ? ^-4-'f7v)-4 > 4-> ? y^/v-2 > 5- 
^r^y^yvy *jzs- 1 — M - 2 - v^y^n^v- 3 -y^vw^y^hy/v 

4-[3- (l-^n^V-X/V*^ yVt°^y-yV-4-^7V) -4, 4— SW/l'— 2, 5 

- v^^y^y y y vv - 1 - -y/v] -2-ynn— 3- y ^vi^<y y — h y ; 

4-[3-(l-ynt°^/^t°^yv ? ^-4-y/V)-4, 4-v?y^/V-2, 

^y^yvy >v- 1 — tvv] - 2 - y cm - 3 -^^y/^n;^; 

{2-ytm-5-[3- (4-yry-3-hy^/v^-ny^/v^^/v) -5, s-^y^- 
/v-2, 4-i?tty4^yvi?y-i-4;y]y^-~M2>/y/^y^, xf^f 
^; 

4-{4, 4-v ? y^/v-3-[i- (3-y^vvy^y/w) -t°^yv ? ^-4-^/v]-5 
-^y-2-^dry-r$yyy> 5 >- 1 -^ivw -2-hy^/^py^vw^y^h 
y/v; 
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4- [3- {2-T^;VT^/^<^y^T^—;V-b-^7V) -4, 4-v^VV-5- 

4- [3- (2-7tW^^yy , f7y-^-5--f/V) -4, 4-vW/V-5- 
4- [3- (2-Tir^/VT5/-<^y^Ty ? — /V— 5— W/V) -4, 4-^^/1^-5- 

^y-2-^^y^^vy^>--i-^/v]-2-^h^>--<vy-hy/v; 

{5- [3- (4-^T/-3-MJy/v^-py^-/vy^/v) -5, 5-^^/1^-4-^- 
*y - 2 - ^^y-r^yy - 1 - -r/v] - ^y/f-ry-;v -2-^;W^7; 

{5-[3-(4-^-Ty-3-yh^y^^/v)-5, s--Jy^-;v-A-^y-2- 
^^y^^yyi^- 1 -- r/v] — - oo/w- ^-2-^}^t; 

{5- [3- (4-y7/-3-^nn7i-;V) -5, 5-^y^7V-4-^y-2-^- 

^yy^yvy yy- 1 ->r/w] -^y/f7/-;v-2-^}^7; 

N-{2-ynn-4-[3- (4-yTy-3-MJ^/V^^/v^^/v) -5, 5- 
vW/V - 2, 4 - iWf^f^V V - 1 - >f /V] - } - 2 - t^^y - 

4- [3- (3-7tf;V7^/-4-^nn7x=:;P) -4, 4-v ? y^/V-5-^y 

- 2 - f-tty^y-sy yv- 1 M - 2 - hy 7^^^^/=^ ; 

4- [3- (3--fy^°n/Kdr^/V^/VT5y-4-ycin^7 3 i^/P) -4, 4— 

;v-2, — f/v] -2-hyy/v^-ny^v^^y^hy/k 

4- [3- (3-^h=3f.y7>/W-^/VT^y-4-yi3i3^^/k) -4, 4-v ? y^/V-2 

, 5-^ary^^yu^-i-^]-2-yh^y^^y^hy/v; 

4- [3- (3--fyy°n^y7J/V^/VT^/-4-ynn^^/H -4, 4-vW 

/v-2, 5--y^dry^r$^yyv ; >'-i-^v] -2-yh^-y-<^y^hy^; 

4- [3- (3-n-^ P n^°dr^/V^/VT^y-4-yi3ti^^/k) -4, 4— £W 
{2-ynn-5-[3-(4- V9V - 3 - hy y/l^ny^yi^m^/V) - 5, 5 - 
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;V-2, 4-i/tty4^yVi/>-l-^/V]7^M-Z>/^^>m 3-tKndf- 
{2-^pp-5-[3- (4-v / Ty-3-MJ^/P^-n 7 (^/v^ ;n -7V) -5, 

{2-^pp-5-[3- (4-^Ty-3-hy^/V^-n^/V^cn^/V) -5, 5— 
/V-2, 4-^^y-T5:^Vyv ; ^-l--i'/V]^"7V}-^;/V/^5:^ 2-(4-y 
^-/Mf^y vV- 1 — tM o^/Wnj*7vv ; 

{2-ynn-5-[3-(4-^Ty-3-yhdf^^/V)-5, 5— 4 

{2-ytH3-5-[3-(4—>Ty-3-yi3i3^— /V)-5, 5-v ? y^/l/-2 ) 4- 

v'^y^yvy -y>- 1 -^]7i^} -z>/w<v^m 2-^y^/vr^y^^- 

{2-ypit3-5-[3- (4-^ry-3-hy^/v^-ny^/v^^v) -5, s—yy^- 
yv-2, 4-v ? ^y^yvy^>'-i-^]^ ; c-^}-^/w^$>'^ 3— yy^vv 

{2-ypin-5-[3- (4-^Ty-3-hyy/v^-ny^-/vy^— /v) -5, 5— yy^- 

y:y^vrcx^vv; 

{2-ytin-5-[3- (4— yry-3-hy^/v^-ny^/v^ai^v) -5, 5-yy^- 
7V-2, 4-y^^y^yv>yy-i--f^]yj^w;#/w^y^ 2-tert-y> 

4- [3- (4-i yTy-3-hy:7/^cy^/K7nin/p) -5, 5-^y^/^-4-^ 
y - 2 - ^^y-r^yyy y y - 1 - -rvv] t°-^y yy - 1 - #/w^y ^ ( 2 - yy^- 

4- [3- (4-^yy-3-hy^/^piy^/^^/H -5, 5— yy^vw-4-^ 
y - 2-^3ry-f$yv>yy- 1 — r/v] t°^y yy- 1 -#/u^$y^ 2-yy^f- 
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{ 2 - ?vn - 5 - [3 - (4 - *S7J - 3 - hy 7/^n^f/V7i^;V) - 5, 5 - 
4- [3- (l-^/VT^/^/V^/Vt°^y> ? ^-4-^/V) -4, 4-vW/V-5- 

^y - 2 - ^-^yy^yvy yv- 1 -yvv] - 2- hyy/v^y^vv^yy^hy/v 

4- [3- (l-n-y 0 ntV^T^/^/^-/Vt°^yv ; y-4— -4, 4-v^ 

;v - 5 - ^y - 2 - ^j-^r yy ^yv y - 1 - yvv-] - 2 - hy 7 /y^-ny ^yw< y 
y-hy/v; 

4- [3- {i-^;VT^/?j;vi$~ ;vt°^y^y-4-^;v-) -4, 4— 
- ^y - 2 - fUr^M^S y >>y - 1 - yyv] - 2 -^pp^^/= mj^ ; 
4- [3- (l-n-y 0 ntVkT5/^/^^/Vt 0 ^y^y-4-^/V) -4, 4— 

- 5 - - 2 - ^dry-r^yvy y - 1 -yyv] - 2 - y nn^yy^by >v ; 
4- [3- (l-m^/vT^/^/v^— /vt°^yyy-4-/T/v) -4, 4-yy^vi^-5 
-*r*y - 2 -^h^yy^yvyyv- 1 -yvv] - 2 - byy/i^ny^vi^yy~h 

y/V; 

4-{3- [1- (2-v ? y^/vT^y^/v)T^y^/v^/vt°^yv ? y-4 — f/v] - 
4,4- i^y^/v - 5 - ^ y - 2 - ^-^yy^y y yy-i- yvv } - 2 - by y m 
ny^vw<yy~hy/v ; 

4- [3- (4-yry-3-hyy7v^-ny^-7^ai— /v) -5, 5-v ? y^/v-4-^ 
y-2-^^y^y > yyy J ^-i--i'7^]t°^<y> ? >'-i-^;/^v^ 2, 3— s^tK 

{2-ynn-5-[3- (4-yT/-3-hyy/i^ny^VK7rn^/y) -5, 5—yy^- 
- 4 - - 2 - ^h^yy ^y* y y - 1 - y/v] y *.=.;v } #/w^y ^ 2 - 

{2-ytic2-5-[3- (4-yyy-3-y^t2y^^/v)-5, 5-^^/1—4-^- 
y - 2 - ^^yy $yvy yy-i- y/v] y }%/w<^>m 2 - tKn^yo^ 
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{2-?uu-5-L3-(4-i/Ty-3-^h^>7^/^)-5, 5-^^/V-4~ 
tty-2-^tty^¥^VVls-l-^7V]7^~7V}%;V/^Vsm. 2-fcKi^y 

{ 2 - y un - 5 - [3 - (4 - 1/7 y - 3 - hyy/V^ny^Vl^^/v) - 5, 5 - >W 
{2-ynn-5-[3- (4-i/77-3-^nP7*-;i,) - 5, 5-> ? y^/V-4-^- 
{2-^nti-5-[3-(4-iXT/-3-yh=¥^^/V)-5, 5-v ? y^7V-4- 
(2-ynn-5-[3- (4- - 3 - hVy/^ny^/vy^jV) - 5, 5 - v>y 

;v - 4 - ^y - 2 - ^^yy^y y - 1 - y/v] y ^^/v } ^/w^^y m 2 - 
v?y^/vT5:y^^/v^^/v ; 

{2-ytrt2-5-[3- (4— yry-3-ycii3^-/v)-5, s-vy^/v-A-^r 
dr y - 2 - ^^yy ?yvy >>y - 1 - y/v] y o^/v } #/w^y m 2- -yy^vyr^ 

{2-ynn-5-[3- (4-v'Ty-3-yh^>ym^7V) -5, 5— 

^y - 2 - ^^yy^yy v>y- 1 -y/iyj 7i=;H*/w^y| 2 - v^/w 

N-{2-yna-5-[3- {4-%yT / Mny^/vy ^/V) -5, 5- 

-jy^-;v-A-^y-2-^-^y^^y^Jy-\ -yvi/|y^~7W^T^yy ; 

4- [3- (3-ynn-4— ^ yryy^/v) -5, 5-v > y^-;v-4-tty-2- s 5- 
^yy^yyvV- 1 — M^y-tfy^/v^yr^K; 

i-{5-[3- (4-yTy-3-hyy7^ny^-/^^/v) -5, 5-> ? y^/v-4 
- ^ y - 2 - yy $y y y v>y - 1 - y t°y >>y - 2 - y } - 3 - ( 2 - z?y 

f-;VT^y^;v)v^T; 
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{5- [3- (4-^T/-3-hV7/^ti^/V7^M -5, 5—^^V-4—^T 
- 2 - ^^M^yy <<;V\ fc°y yV - 2 - -f/V } #/W^y^ 2 - v> 
y^/Pr^y^^v^^/V ; 
l-{5 - [3- (4-^T7-3-MJy7^iny^7Vy^7V) -5, 5— 

- - 2 - ^-^y^^y y v'y - 1 - ^] t°y v 5 ^ - 2 - - r/W - 3 - (2 - tK 

{5- [3- (4-v/Ty-3-hyy/v^-dy^-/v^-/v) -5, 5-^^-/^-4-2}- 
^ y - 2 - 3-tty<4$jf*S]) 9 J*y - 1 - -f/v] t°y - 2 - - y/p } x/w^is&t 2 - 1 

i-{5-[3-(3-yt2n-4-yTyy^7v)-5, 5-^^-4-^-^-2 
-^^y^yvy^yy- 1 -^]^y/f7^/- ^-2-^ivw -3- (2- >w 

i-{5-[3-(3-ynn-4-^ryy^/v)-5, 5-^^-4-^-^-2 
-^^y^yvy> ? >'-i--r/v]-<yy^Ty— /v-2--f/v}-3- (2, 3— 

1 — {5— [3- (3-^nn-4-y777x^;V) - 5, 5-$?p^vl'— 4— tf-^y— 2 

- ^^-df-y^^yyy >>y - 1 — vv\ ^yy^ry— ^ - 2 — f/w - 3 - (2 - ekp 

{5- [3- (3-ytm-4-yTyymrvv)-5, 5-v ? y^/v-4-^y-2-^ 
^yy^yvyyv- 1 -^M^yy^ry— /v-2— ^/W^/w^^Bl 2-v^y 

{5- [3- (3-yt2a-4-yTyy^=/v)-5, 5 -^^7^-4-^-^-2-^ 
^-dryy^yvyv^y-i-y/^^yy^-ry— /v-2-y^}^v/^yii 2, 3- 

{5- [3- (3-^nn-4-^7/7x-/V) - 5, 5 — ^^•fV — A — Hr^V — 2—*? 

^yy^yv y v^y - 1 — f/w] ^y/f77-y - 2 - -ivw ^w^^gg 2 - tK 
n- {2- y to - 5 - [3 - (4- y TV - 3 - hyy /y^-ny^vvy m^/v) - 5, 5 - 
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sw/v - 4 - >^y - 2 - ^^y^r^^vy vV - i - <i;v\ y^M^^r^ 

3- [3- (3-^tm-4— "ST/Vs^M -5, 5— S^^rP— 4— ;*-3f-y— 2 — ^ > 
Hr*y><K?W vV- 1 -^VH ^y-tfyy./MfryT5K; 
{5-[3-(3-^nn-4— >Ty^^/V)-5, 5-^^-4-^-^-2-^ 

^yy ^yv y >v - 1 - >m try v>y - 2 - y } #/w^y m 2 - yy^r?: / 

{5- [3- (3-^nn-4-W7x^) -5, 5-^^-4-^-^-2-^ 

tty^?yvi?>-i-^/i']t°yi?>-2-4M%/w^^m 2, 3— ^tKn^v 

{5- [3- (4— xry-3-WJ7/W^-n^/V73inA') -5, 5-^^-71^-4-^- 

^y-2-^^y^yyy^y-i-^/v]t°y> ? y-2-^/v}^/w^3:>'^ 2, 3 

{2-^pu-5-[3- (3-^nn-4->'7/7^/V) - 5, 5-~J^3~/V-4-^ 

* y - 2 - ^-^yvr^/y vV - 1 - -ivv] y ^-/v } #/w^y ^ 2 - t°ay y - 

1 — i)V^=f-)V^^r;V ; 
{2-ynn-5-[3- (3-^nn-4-y7/7x=;k) - 5, 5-v 5 y^/V-4-^" 

y - 2 - ^^y^y yy yy - 1 - /i/j y } 2 - y^^vvr 

$y rc^/VrcXyVV ; 

{2-ynn-5-[3- (3-^nn-4-;/7y7x-;V)-5 ) 5-v ? y^/V-4-^" 

y - 2 - ^^j-^r-y^yvy - 1 - -f/v] } ^/w^vBfc 2 - ^e/v^y y 

- 4 - y /Vrc^/Vrc^^/k ; 

N-{5-[3- (3-^nn-4-^777x^) -5, S-tW/V— 4-tf^y-2 

-^^yy^yvy yv- 1 --r/v]-<yy^ry— ;v-2-^m^t=^ ; 
3- [3- (4— yry-3-hyy/v^-tiy^/ky^cx/v) -5, 5-^y^/v— 4-^-^r 
y-2-^^yy^yvyy^- 1 — f7v]-<^-£V;*/k/^T^K; 

N - Tir^/k- 3 - [3 - (4 - 9 STJ— 3 - hy 7;Vtnyf;V7 mrx/V) - 5, 5 - *? 
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{2-^nn-5-[3- (3-^np-4-^7/7x^) -5, 5- v ? y^y^-4-;<}- 
^y-2-^;^y^^yy-y^-l-^/^]:7a:rvW#/W^ (2R, 3R)-2, 
3, 4 - MJ tKn^P^^^A'3^9 t yl/ ; 

{2-^no-5 - [3 - (3-^oo-4-v'7y7x^) - 5, 5-v ? ^/V-4-^" 

^y-2-^^yY^yy^y-i-47K|y^ M-xsw^m (2s, 3s)- 

2, 3, A-YVtVn^yy^/V^Tsr/V; 
{2-^nn-5-[3- (3-^nn-4-v/7;7x=;V) -5, 5— 
y - 2 - ^tt^M^PvD 9 J*y - 1 - -f /V] } tf/W-^Bfe 3 - tKn^r is- 

2,2- tr^fc Kndr^^-7V^°nfcVV^7"7V ; 
{ 2 - y tm - 5 - [3 - (4 - i/r; - 3 - by y/v;3-t2y^vv:7 - 5, 5 - 
- 4 - ^y - 2 - ^h^r yy ^yv V V-y-i- y^;v } jj^^ym. 3 - 

1 - { 2 - ynn - 5 - [3 - (4 - ^7V - 3 - MJy ;Vtn;!f;V7x^;V) - 5, 5 - 

y.^yv - 4 - ^y - 2 - ^-^y^y y v i?y - i - 4vv] y^;v } - 2 - v-r/y 

N-{2-ynn-5-[3- {3-ynn-4-yT yy^.^/V) -5, 5-^^/1^-4 

-^-= 3 ry-2-^^-^ry^y N yyv 5 ^-i-^r/v]^^/v}-c, c, c-vyy^n 

2-T57-N4-{2-ynn-5-[3- (3-^nn-4-v'7y7x^) -5, 5 

v?y^vv - 4 - a&y - 2 - ^-^y-f^yy y vV - 1 - 4Vv] y ^^vW =x^?mT$. 

K; 

2-T5:y-Nl-{2-ypt3-5-[3- 4— >Ty^3i=./V) -5, 5- 

swy> - 4 - ^y - 2 - ^-^y-i^y y>y v - 1 - ^My^M^^yvkr^ 

K; 

n-{5-[3- (3-ynn-4-v-ryy^^/v) -5, 5-v ? y^/V-4-^ry-2 
-^^y^yvy v 5 ^- 1 — f;v]-<y/f7y-;v-2 — f/W=»'\?fi*r^K; 

4-{2-ynn-5-[3- (3— ^nn— 4— i yry^^/V) -5, 5— S^^vV— 4 

- ^y - 2 - ^-^y^yy y >v - 1 - ^vki y ^/i^/w^^vv } gg^ ; 
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4-{2-^nn-5-[3-(3-^nn-4-: VTJ~7^~)V)-%, 5-i/^/V-4 
-tty - 2 - ^^M^yyV 1 —4>V\ y^;VluVs<^;V}mWtT%Y ; 

3-{2-^pp-5-[3- (S-Znn—A-'L'T J~7zc^-;V) -5, 5-i>^J-;V-4 
-^y-2-^^M^y])iy>- 1 -^/v]y^~/v#/w^^/Wy 0 nt 0 ;3-y 

3-{2-^no-5-[3- (3-^nn-4-^T/7x^) - 5, 5— S^^/V— 4 
- ^-^ry - 2 - ^^4^7]) -|7V] y ^rv^l^^/V } ynfc^y 

=i^?m ^y-(2-{2-^nn-5-[3- (4- v^TV - 3 - hyy/y<J-ny^vvy 

^-/v) -5, 5-> ? y^7v-4-^y-2-^^ry^$yyw>'-i-^]^^ 

v^y^/VT^yg^^ 2-{2-ynn-5-[3-(4- yTV - 3 - hU y/k^ny^vk 

y^/u)-5, 5-v ? y^/v-4-^-dry-2-^d f -y-f^yvy^y-i — M7i 

{2-^nn-5-[3-(3-^nn-4-^7y7x-;V)-5, 5— S^yV-4-:*- 

y - 2 - ^^y^yvy >v - 1 - -ivv] y } zr/w^>m 3 - ^xf^r 
^yyntvv^y^/v; 

L-y-yy 2-{2-ypp-5-[3- (4 - y ry - 3 - yyyjv^-ny^-jvy^^v) 
-5,5- v^y^vv - 4 - tty - 2 - yy $y y y - 1 - y /v] y ^ 

2-ynn-5-[3-(3-ynn-4--yT7y^^7P-) -5, 5— S^vy-4-;*-^ 

y-2-^^y^yyy >>y- 1 fW]-<yi£y;*/v^yy$K; 

N-Tir^-/^-2-yna-5-[3-(3-ynn-4--yT/y^^/^) -5, 

^ 7 v_4-^y_ 2 -^^y^yyyv?^- 1 iw]-<yifyy/v^yT5K; 

N-{5-[3- (3-^nn-4-v'7y7xx;W) -5, 5-v^y^/V-4-^y-2 

-^^y^yvy> ? y-i--r/v]-<vy^Ty— yk-2— r/H-c, c, c-^yy 
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[oo5o] #&m<?>£biz.w\<Dtimiz3:tit£. -hiE^d) <ote&m, : t<Dmm#3\z.f?&te&. 
[oo5i] *&m<o£t>Kffl<?mm\z£titt. ±ib^(d mt&m. ^(Dm.mmz.^ftM.. 

zmmnm&te&vrz, ±ma.(X)<?>{b&m. ^(Dmmm^n^m.. ^o^k^ 

[0053] ^W©&bfcM©fclBifcfc;h/^ (I) : 
[0054] Mb 11] 



[0055] , Q, X 1 . X 2 . Y. Z, R\ R 2 *3«ttm 3 fi, ft ^Ill~17C0V ^USt-:^ 

r^a^tbfc^«9r-fe5] 

(III) : 
[0056] [>fb 12] 




Y-Z-R 1 



(I) 



R 2 

RcOOC^/ 3 



(III) 



Y-Z-R 



r 
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1-4 

1-6 1-6 

TIBS: (DO : 
Q-N = C = X 2 (IX) 

[0058] «0J!(Olo(D^ijffi^j;tL«\ ^ (III) : 

[0059] [>fbl3] 

R 2 

Rcooc^y 3 

HIST (Ml) 
Y-Z-R 1 ' 

[0060] Ktf % Rc, Y, Z, R x \ R 2 fcir/R 3 {4. UEtC^a^^i*5«9-efeS] 

r^ys, T/i^/vr5/^o»*^fcurttffl$n«^*>4xtf#t=iSje*< 
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^y^)^,^, ^7^7n/^f;H, t-^h^^^/i-M, A-^y t r~>vOr 
^ciy^/vm, ^n^f/^S, 2, 2, 2-hy^nnrc 

h^^/vS, 2- (bV^^yVM^h^>^^&, 7x^;vf-tyf-;H, ^ 

, /V S, S-v^^rv-KS, 1 - [ (2-ycm-4-y 

^/^)^^/k]-4-^h^t 0 ^yv ? ^-4-^'7V^, 1, 4-v ? ^f-^-2-^'/V 

yy;V^r^^.^-;V^ <^v ? /V^-^>-2-^/V^-n^^-/k^, 2 

, 2, 2-hy^nnrc^-/v^ > 2-hy^/V^y/V^^/V^ 2, 2-^nn-l, 1- 

h^rv/^m^/l/^, 2, 4-^hn^^^/V^, ^7°^7/^n-p-h/W/^, Thv7 
/V^-ti-4-t°y> ? /K 3, 4-v ? ^h=3rv'-<^> ? /VS, p-^hP-O-yyV^ p-^PP 
p-^ci^^V^S. 2, 6-v^tm-<V>Vl^ 2, 6-^^vW<^ 
p-^TV^^vVl^ p-^^/W^y/l^ 4- (^^/VT^y^/V^ 

^./v)-o-y^s x 2-t^y/vji, 4-t°^y/v^ N 3-y^-/v-2-t°^y/v n-^- 

v^rf/V/^/V^ p, p'-v^hin^^XfcKy/l^ s-^-o-y^-^y 
iyy^;V^;V^ v?(p-yh^>y^/V):7rn^/vy^VV^ (p- ^h^7 'a^ 



WO 2006/028226 



26 



PCT/JP2005/016664 



^/v)^/v^ 4- (4' -zfn^7a^*y;vttU)7^~}V*J'7^~;v^;v^ 4, 
4', 4"-hy^(4, 5-^^nD7^;W5K7x^)^f ;kS, 4, 4', 4"-hy^(W 
y^fVl^h^vC^^/V^^Vk^ 4, 4', 4"-hy^(-^^yv/^ d r->^— /V)^ 

^S, 3-(^?V— /V-1-^7V^/V)lf^(4' ) 4"-^^^^— 

1, 1 - (4-^^^7x^;k) - 1' - tV^/^;H, 9-T^RJ^S, 9 
- (<9-~7^/V)^yr^/VM, 9-(9-^^./V-10-^y)T^hy/V^ 1, 

^-/wryyvtwyy/v^ y^/iy^y/vyy/v^ hy^y^/vyy/vs, hy-p 
-^yy/vyy/^S, hyyj:~/^yy/vfi, y7x-;Mfy^!iyS, t-yyyvyh 
^y^— ^vyy/vS, y^y/i^, /^y/v^ uy^j^vm, ^yyy/vsM^/vS 
„ ynny-fe^yv^ >ymi3Ti?9V^, hV^M^T±^^M, ^F^yrtf/l/ 

hyy^^/vyh^yrir^-/^, y^y^r-fe^vi^ p-^nn7x/^7t 

f/H, y^^/VTir^-/l-S^ 4-^hdryy^^/VTir^/VS, 2, 6-^on-4- 
y^v^^y^yTir^/^, 2, 4-t^(i, l-v^/K/^tVi^y^y^yr-fe^- 
^nni;7x^;V7-fef;H, 7nt°t- 3-7x-^7nt°t=^S, 

y^y/v^, yyyypy/i^ 4-7fK7'fy;H, 4- (y^vi^-y}^y)y^y/v 

(e) -2-^/v-2-y^/y/vs, /^uy/ks, ^e/^yy/y/i^. wyy^/v 
(4-^y-<^y7y/v)S, 4, 4- (^i^^y^-^-o-yyy/vs, 4-^Hn-y 
^yw^y/y/vS, tv-^ny/v^, 7^yyf^S, ynhrvv^ 4-yhdf-yyah 
^yn^^f-f-^/v^— /v^^ 4-— hn^o-yy/v^, 4-ytm-<^yy^ 

2-a-K-<y7y^S, 4-yh^y^yyy/v^, P -7x^;v-<yyy7H, 2 
, 4, 6-hy^m^/v-o-yy/vS, o - (^7*n^f ;v) -<yy-f;H, 2- (y^vv 
ft^^^fy)-<7^ys, o- (y-h^yTJ/Mtfxvy^vyy/^ ^MVi" 

h/v^-y/vS, 9-7;^^;^ /H, 9-y/v^-i/^/vy^/v^-dry^/p 
rchdf-^/v^-/^, 2, 2, 2-hyynnrchdfy7J/^— /v^, 2- (by 
y^/vyy/v)^b^y^7/v^^/v^, 2- (7^xvv;*/v/*xvv) ^drv^/^xvv- 

2- (hy:7^xvv^fe^)^h^y#/v^/k^ N 2- (^^/k^^-yh^y)^h 
dry77/v#^/vs, yWdry^/vtfwvS, yyyn^yTJ/W^/vS. i-y>3f 
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t-ZfV^tuV^/Vm, ^y^^dr^/PJK^VS, 4 
[0061] W^UV ^^^UTte, T-fe^/V^ ^h^v/^/V^— 

;p#^;H, hv^/vi/y/vm, hy^^/vv-y/vs, hy-fy7 0 ntv^>y/vs, t-:/ 

— ^nn^h^fix)^/^, xh^tKnt 0 ^— ^h^tKn^^-t"^/^, 4—^ 
h^^h^tKotf^ 4-^h^^h^tKn^^-t°^/vS, ^h^tRn:^ 

T]}/^m, ^h^y^^M, 1- (2-^nnx^i/)x^S, 1-^ 
[0062] ^/V#=3rV*(Djg^^S|^<D^|tbr}*, C T/^/V^^^^-f 

1-6 

1-6 7-14 7-14 1-6 

1-6 1-6 1-6 

5 0 MJt&ifcn. ^/^m, ^;vm, i-^ntvn, t'^n^svm, t-y^/v-m, 

[0063] T*/m, T/ls*/VT*ym<Dm^?£Vm&<DMkVX^ ^M*^Z);V^ 
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\ hy^^/vvy/vs, hy-fy^ntvi^y/^ t-^/vvW/vv-y/^, t-y"^- 

9- (2-^;V7fr)7 ;V^]/^;V^;Vtt*yJ]/VT$^;V^ 9- (2, 7 

;£/y#-/j^ :7^^/k^;X#/V^/v3£. l - (i-7^Vyf^) - 1 

/V^^/V/K^/V^, 2, 2-i/yn^e3i^/V^-dri/^7/V^^/^, 2, 2, 2-hyy 
nnm^/ix^-drv'Tj/V/K^/VS, 2, 2, 2— MJ^n^E-^^/v^r^/v^/l'Sx 1, 
l - -J^/v - 2 - 1,1- iS^T-zv - 2 - ^n^e-rc 

^V^^/VsJ?— /VS. 1, 1— 2-i^/n^rc^/V^i/#/V^ 
1, l-vW/V-2, 2, 2-hyyntim^/k^-df-^/k^-/k^, l-(3, 5- 
>?t-7^/^^^/v) -l-y^/K^/i^^TJ/vtf;^ /VS. 2- (2'-t°y^/v) 

xfykt^r^M^S, 2- (4'-t 0 y^/V)^/V^^/^=/^, 2- (N 

^i/^/V^v^/Wwl^ 8-^/y/W^V#/l^=/l^ t^yv 5 ^/^^ 

p-^hn^V-^V^-df-v-TJ/^— /V^, p-ynn-^^/V^-drv-^/V^/y 
p-^n^e-K^/v^-df-ix^yV/K^/v^, p— ^7/^^;^^*;^= /V3£ 
~v o-^hP^^/V^^/V^^/V^, 2, 4— ^l3l3^<^/W^f-^/H|?ci/V 
4-y^7V^yV^^/V'^<^^/V^-dr^7V/}?^7VS, 9-TVhyyP-y^/V^-^riy 
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Jj/V-tf^/VM, 2-^/V7.;V^^;V^/V$-3c?yJj/vm^/vm, 2-(p-M^y 
^/v^r^yjj/v^/vm, [2-(l, 3-^T~/v)]y^vi<o*-ary# 

~M^s3);Vv$~/V^ 2-^yj/^^/V^-3ci/jJJUs$~sV^ 2-\*)7^-~;V 
^^^y^ntVk^^/^-/^, 1, l-vW/V-2-^T/^/V^-3r 
y77/^7}wV^ m-^Pti-p-Tir^/V^^/V^-^r^/^^/^, p- (v'tK 
n^y^y/V) ^^/V^y#/WwVS. 5 -^^x>r y^i^y/vy^/v^y^ 

2- (hyy/V^ny^vk) -6-^P^^;Mf;^ d rv'*M^;VS, 
m - - hny m^/V^^/V/K^/VS, 3, 5-i^yh^v'^>'v ? /V^^/V#^/V 
3, 4-v ? yh=ar-y-6-^ hP^y^t^^*/^-;H % Mo-~ hn 

zvm, ^ypy^/v^vy7/w^/vs, yyn^y^/v^y^/i'^/i'S, yyn 
^y/i^h^yTJ/^—/^, yyny°ntvvy^/v^-^y^7/V/K^/v^, p-y^y/v 
^y^y^/v^y^V/KrvvS, y?yyxntvvy^/v^-dry^7^-yvs, 2, 

2-^yh^ry^7/k^/ktf^/k^-^y^77^/K^/^, o- (N, N-^y^/yfr/l^r 

i^K)^yy^^y#/i^— ys, i, i-yy^/v-3-CN, N—yy^w^/w^ 
^i^K)yvtf/v^y7J/w^/v^ i, l—yy^/vy^t^/v^y^/v^^/v 

^(2-t°yy ? /v)y^-/v^-dry^/^^/v^ > 2-yy^vy^v^-dry^/v^^ 
yS, yy#7^/v^-df-^/^-/^ x yyy^i^3r-y7J/^zvi^ yy-r^ 
^^t^r^/v^^/H, p- (p'-yh^ryy^^/vT^^yv^/v^-^y^/v^^/v 

l-y^/vyyciy^-zv^-^y^/v^^/v^, l-y^/vyyn^^y/i^^y;*/ 
y#'^yS, i-y^-/v-i-yyny°nty^y^-/v^-dry^77^7K^/i-S> l-y^vv 

- 1 - (3, 5 - >>y H^yy^n^/V) ^/V^i/tl^^V^ 1 -y^vk- 1 - (p - 
7i^Ty'7xr:;V) :^/K^y#/i^:rvv^ 1 -y^VV- 1 -y ^=.)Va^=f- )V 

- (y^/VT^^is-yM^y-ti/v^^/v^ 2, 4, 6 — HJ — t — y^;vy^^;v 
^-^y^/v^/vS, 4- (hyy^/vry^^^)^yvVv;^y#/v4w^ 2, 
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4, 6-hV*^J^>^/i'tti/%/WiZ~A'^ YV7/v^rxiT~k^-/vm, ~7^/vr 

^-/^T^/)T-fe^^S. 3-(p-tKndr^ain/v)^ 0 nt 0 ^-^vS, 3-(o-~h 
13^^/V)7 0 tit 0 ^7kg, 2-^/^-2- (o-~ hn^/^»7°nt°^7^, 
2-^/V-2- (o-7x^T/7x/^r^) yPt't^/VS, 4-^PP7'fy/H 

o- (^yyV/y^vy^/i-O^yyV/i^ 7^;H^H\ S^T^VW5h\ 
2, 3-^;WW5K, 2, 5-v^/yfc°n— Ty/vS, [2 

- (hv^^yvM^-h^yi^/^m, 3-rirHfy-yut7i^ ^(4 

-^b^i/7x=;v)^;H, 5-y^yy^y^, hyy^/vy^/l^ (4-^ 

/vs, i, vy, p-^h^^^y-xV, ^7x^ 

zvy^-yy, [ (2-\?])*J/v) y~;y^/y]y^y;y, n, N-^y^/yr^y^yy, -yy 
ynfcwv, p--ha-<yv?y^v, ihy^y^V, 5-ynn^y^y^v, (5-yn 

n - 2- tKn^rv^j^viyj y^/ky^i/^ yyn^yy^V&y^ipif ^fb^o 
[0064] #?3;bV^!j£lya3:, y^/y^^/V^Wl^, ^^-/k^-de^/V^^/VS, 2, 2 
, 2-byypP^^/V^-=3rv-^7/V7K^/VS N 2-byy^-/Vv-y/V^/^=3rv'^7/V7K 
=- 2 — ynnm^/v^-df-^/V/^^/v^, 2, 2 — i/?uu^^-/V^r3cz/Jj/)s7$=- 
;i^S> 1 —Ff-fV— 1 - (4-\fy^^=-VM t—^^fVir 

^/^, hyyppTir^S, -^yyV/V^, o-^hn7x=;VTtf-;H, 7°nt° 

jj-rvys. tv-*d-i7i^ hyy^/^>y/vs. hy^/i-yy/vm, hyyyyvtvi-yy 

/vyy/v^if^^ifb^o 
cooes] ^wmmmm k &ti\*. *t (vid : 

[0066] Mbl4] 
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X 2 Ya (VII) 



[0067] [5*;* % Ya;&S % T5*;: 
[0068] Mb 15] 



(E 2 ) n (E 2 ) n (E 2 ) n 




N 
H 





NH 



Ya 1 Ya 2 Ya 3 

[0069] frt>m&£tl* x\ X\ R\ r\ Q, e\ *3«fctJKnH\ K^3£|S§**l/fei:*3»?"C*>«] 

[0070] 2p£3SM«)$fe*:5(WffiJ^ttb^ 5£(VII) : 
[0071] Mb 16] 



x R 2 

X 2 Yb (VIII) 



[0072] [5£tKYba^T5£: 
[0073] Mb 17] 
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(E 2 ) n 



>Ov-X3 NHRd 




Yb 4 



(E 2 ) n 

X 




X 6 

NHRd 



(E 2 ) n 



jf _ 
Yb 6 



NHRd 



(E 2 ) n 



f 



-NHRd 



Yb 7 



[0074] 1)*t>m9l£tl. X\ x\ x\ x\ x\ x\ X\ X\ R\ r\ Q, E, SSXTtntZ. WLKfei 

1-6 

[oo75] *mwo&tb>tez>wm\z£tu^ a; en : 

[0076] Mfcl8] 

r1 



Q-n'S^R 



V-N 

ft N Y-7-R 1 ' 



(!') 



[0077] Ktp, q, x 1 . x\ y, z, R 2 5oi:OT 3 {i, mzmmztiTcb&y-e&y, r^ue^s 

1-4 

[0078] *&m<D£b&Z>MmiZ£tlt£. ^(I) : 
[0079] [^ 19] 
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Q-N 




Y-Z-R 1 



( I) 



[0080] Q, X 2 . Y. r\ R 2 *dJ;I5R 3 ^ n f#^Ill~17(DV>-f ^^Ult-^V^T^ 

5£(IV): 
[0081] [<b20] 



[0082] Q, Y, R 2 *5i^R 3 ^, UE^^^^c^^^-efe^ ; 



[oo83] *m&frmz.&\ vets, j@^^ffi^^*5j;^s^ffl-r^^i:^-e 




o 



1-4 
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[0084] #&m<D£bti:Z>Wm\Z&tH£. &<JV) : 
[0085] Mb21] 

O |_| 

a NV' Y ' Z_Rr 
H R 2 R 3 (|V) 



[0086] Ch Y, Z, R ! \ R 2 *5j;tm 3 «:, f»^30(c*5V^-C^$tb^:i:*3f9-Cfe5] 

[0087] *3li©^jiMlJ:fc*v^, (i')*3J;TJ?(iii)^*3(tS-Y-z-«^ 
m&tlt£YZ\ YZ 2 £fcfciYZ 3 -Cfc5#£\ z\ Z 2 doilFZ 3 {4, $JxJi, -coo-, 
-CO-, -SO - x -SO NH-, *fc«-CONH--efc*9, 0*L<f*, -COO 

2 2 

-SO -SO NH-, ^fcfi-CONH--efc«9;R 1 tt, flUfcfi, T^/3£, C 

2 2 1- 

4 1-4 1-4 

T/^VM, v^C TVl^VOT^C 77V3V1^ C tKn^C 

1-4 1-4 1-4 1-4 1 

-4 1-4 

[0088] ^5RMO^JfeH^^*3V^S:(l), (l')*3«tO ? (HI)lC*3(t5-Y-Z-^|!E(c5£ 
M£tlttYZ\ YZ\ YZ 6 *fcf*YZ 7 -efe§^. Z 4 *5J;IFZ 5 «, #[J;U3\ -NHCO 
— NHCONH — N -NH-COO-, -N(COR')CO-, -NHSO 

2 

-SO --efc«9, J:t)^*L<tt-NHCONH-, -NH-COO-, -NHSO 

2 2 

fcte-SO -~C&«9; 

2 

Z 6 4oJ;lFZ 7 {*, ^Sx.f^ -NHCO-, — NHCONH — N -NHC(-NH)NH-,N 
HC( = N-CN)NH-. -NHCOO-. -SO -SO NH-, *fcf*-NHSO 

2 2 

--efe«9, <fc«5£p*L<J2- NHCONH-, -NHC( = NH)NH-, NHC(=N-C 

2 

N)NH-, -iNHCOO - tfclt-SO NH-"efc9 ; 

2 

R 1 ^ ffljtfc *ifj^\ ^vM^T^/V^ C T?v^?v^r^M^T^;v 

1-4 

1-4 1-4 1-4 

yM.T^/C 7/V^r/H, C T/^/VT^/C T/V^/um, v 5 (C T/^/V)T 

1-4 1-4 1-4 1-4 
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5/c T/^/vm, fcKn^c r/v^c/vm, y^/vm, 7kmM, ~£fcfeC T)V 

1-4 1-4 1-4 

[0089] ^|ffl#^:fc5V^rc T^/V^J ^*#:l~4CDE^^^ ^I^^^COT/V 

1-4 

^r/^^t^U 0Ox.k£, ;^/K n-^PtVK i-^ntW. n-^/K s 

1-4 

[0090] ^MS^&i^rrc T/i^/v&y*. ^iii~6©Ei^ ^^m^cor/v 

1-6 

^vS^SfcU t?Jx.«\ ;*^VK n-^ntVK i-^nt>, n-^/K s 

-^^/K i-^^/K t-^fVK n-^V^VK 3-p*^vK/<?vK 

p^/W-^fvK 2— p^VW^^/K l-p^VW<>^VK 3-^^/K/^vK 

1-6 1-4 

[0091] ^M^&V^Trc ->?vT/^/UMibfe, ^Wt3~8CDmVtCDT/V3c/Vm 

3-8 

3-8 

t^WvK V^o^af^/K v^n-^^/K v-^d^-^/V/^if ^^-^^ 0^L-< 
[0092] ^mMW^&\^xtc T;^^m\b\^T/v^;v^ftb\,X%kmWii~6<7)W- 

1-6 

1-6 

^V^fcfciu 09*.^ ;*He^ ^h^y, n-^n^^y, i-^a^v^. n-^'Hf-v- 
. s-7>^>, i-^>^>. t-7>^>, n— Ohdrv-, 3-^/^>dr^, 2-^ 

;v^yy^r-y s ^ jv^yY^y ^ 2-^/v^<yh^y, l-^/v^yh^y', 3 — 
[0093] ^mmm^^^XtC -y^nT/V^;V^r^ym\b\t, ^*t3~8©S^©7^ 
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[0094] ^mMW^^X^C Ty;v^;v\t\rr^—;vm^t$fkM^^7—l4(DT^ 

7-14 

7-14 

[0095] ^WHB^^V^-crc T7/V^r/V^^J^^IS^^L/tT7/^/VS^tP, 

7-14 

—zrxjF&jvtt^ 2-7^?-/Vsjr*i/^ i-f7f;Mf/^^, 

[0096] ^WHB^^v^rry— /v^j^tt, ^*Hc6~ioo^#Jfe^>fb!K*a«rW*r« 
ry— ^Mf^tSo ry-/vs^«, 7^/k 1-^-7^*3^2- 

[0097] *^jffl#^*5v>-crry— s^^mitfe, Tv—Am&bvxmzfemut&m 

[0098] ^WjW^^v^-cr^ "tutv— — tvtv— /vtofrtvxmz. 

f3\ yy/vtti/, ^^^/v^-drv', tr^y/v^s^ i^^y/v^v-, tf^yy/i^r 
yr^y^/vyr^, 4ytt-y-v*V/i'tt^, f-ry^V/^^r^, ^y^ry'V/v 
^^JTy^JM^, <3-TVTy*Vjvtt*s^ hyryy/i^h*^ ^h^yy 

v ^ ?wy— ^^Hft, 5~6M— wry— /v^rvs-efcSo 

[0099] ^W3JB#fc*3V^rc T^dr/VT57^J^fi, T/V^r/V$U^^b-C^^l~6(Z) 

1-4 

1-4 
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n-^/VT^ s-^f;l/7^/, i-^/KT^y, teit^t-^^vKT^yft 
[0100] #Wj||ll#&C}3VvtT$?(C T/V^)T57J^«, 2o(DT/V^r/V§|S5>^bT^* 

1-4 

1-6 

yjf-te. sw^r^y, v^vvr^y, ^n-yntvm/, ^i-ypt° 
/vr^y, ^n-^/K^y, y^/v-n-^/vr^y, y^/v-s-^/^r^y, y 
^•/v-i-y^/vr^y, y^v-t-^/vr^y, x^- n -7^7V, a^vv 
-s-^/vr^y, ^/v-i-^/vr^y, ^/v-t-^/vr^y, ftiftf^iz 
^*l<^, ^y^/PT^y^^^^vr^y-e^So 

[0101] C T/v^i/Jj;v$=^;v^bVX\i, tY^cis-fr vk/Jwi^, ^Y^i/fi/^^/^M 

1-4 

7-14 

[0102] ^^^^T^n^jg^iyas, M^y^mw^, mmm^-. ^mw^ 

[0103] ;£«#^^T^§lf^p#^£:te, $6±^m%iXh^Xh, 

[0104] ^mmm^-^^x^r])— i^ysjii, 6~ioM£)Ty— i/v^&5fei-6o ry— 1> 

[0105] ^:Pj1^#^c^ov^r^21W(7)5^ 3 L<«6M¥#^^^m^J^4^ ^f&ftu 

ttmai£tti±ma<D, ^icMfti. ^f'^mmxh^x-h4¥^mx^x% 
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mj£<Di?K}?ufcMx.t£s v^KPtfy^gt v^tKtit^^, v^KW^gtft 
if) ;^s^tMfP^^ci^(D^h9tKi3#:(^!lx.«\ ^h^tKnt°y i»m. "rh 

[0106] ^c^^a»^^v^-cr2^(D8~ioM^^^n^^j» % ^f^p, ^b*jct 

^it—^nmsum, frm^^v—jvm. ^y^y^m, ^>y*77vs, 
^/y vgt -fy¥yy^gt -<yyfTy-^s, ^yfr^-^i, ^^/-fyfry 
— /^St, ^yy^^y— /vgt, ^yyvydf-^y— /vm. ^yy^r^y— ^M, ^ 
^yhyry-/^, t^p^y^^ifo^taM^^p^; m^R^pas 

— /vgt v^KW^K— ;vSW*U, ^/fTV- /v^J;«9#m.v\ 
[0107] #Wffl*fc:^Tr^3fc^n«5*^j r±, ^^fMfp-efeo-ok, gP^Ptt-t 

mm^Tv$&.<DMtetz, vv])i?>m. t^y^ygt, t^^ygt *^ty<y^y 
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[0108] ^mB^^^xr^um^Mit^ ^^cmaxhoxh. m^k^v<h 
^K?fmQXhoXh£^\ ttt±%&mx$><>xh#%mfeX'&<>xb£x\ m 

[oio9] ^(i)-e^^tb^>fb^oism^j^fFW^^«, mmik&ynt. mm^mtK 

M^^y^y?^, ^/^>!>i=s^if(OT/^y±M^JSi^;T^^!>^, T 
/V3r/PT>^^VJ±i&, ^T^^T^^^Affc, hyr/V^r/VTy^^^^^, 

[oho] *mw<D^ti\?^ys?jbi^ &M4kWrT* mmm^tzn^mmm^mxox , ssc 
i) (Dfc&to&ftteMm^ff&zthSttfrbfDmzMt^M, ^(i) ow&moM 
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[0111] *m m <D ry°n K?s^j iZ. fclfctf : 

i) 5£ (i) (ZMb-^fe^^rt mm*mmmmmcj:v)fik 

3) ^:(i) ^^^^^rt^^/^^^^i-^^. ^tfWM^^Jtf^ 

[0112] *»M©^nK9y^l!:*3lt«*lftS®<!MiS©^|^tt, -PO (OR 41 ) OR 42 , c 

1-6 

3-8 1-6 

.37-^38 



3-8 

1-6 1-6 
1-6 1-6 
1-6 1-6 

1-6 

1-6 1-6 1 

-6 1-6 

%/V7$3r^m, ^J;tJ ? xK^^^^$i^§l^_h(DMmS-egm$tL-rv>-c^ < i:v^ 

)fabm&£foz>m±<Dm&&fc£V)n&£nx^Th^^ j^-g^nso --^\ r 37 

1-8 

1-6 1-6 

1-6 

V ^ -S (O) R 39 (^-CnJ3:l~2<D^n?&3) , C T/V=3r/V^7/V^/VS(^^ 

n 1-6 
1-6 1-6 1-6 

y^, ry-zv^^s^^tb^iiiiitDgm^-eTO^tL-cv^T^iv^) , c r/v 

1-6 

dr/VT^y^/v^^/vS, C 7;V3^;v^;H, ry— /vS^it^^^nry 

1-6 
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1-8 

1-8 1-8 

1-8 

1-8 1-6 

1-6 

<Dg^~Cg^£;h/CV v*ob <fcv 0 , C 7;^/H, C ^n7;i^;H, TP — 

2-8 3-6 

R^teXTfR 42 ^ ^fl^fimtLK, T/V*;vm. C T;V* 

1-6 1-8 

/Vmm^&M^>(m7LU. Li\ Na\ K + ^^(DT/V^y^M^^if)^^il 

[0113] wmistvk.imtm\z, ^MT^Kt^fct,, r^^v, rx/^^v 
>\ iry ^nvi<\ hVy°Yyr>. Y\/3r~>, ^V>, tt^J>^ y^;VTy^> 

[0114] -NH-^fcfST^yS^ifc^SoWU*, C -C 7^/^/V*^;H, Ty 

1 6 
1 6 

c -c T/^/VT^y^/w^/vS, ^(c -c 7;^)7^*;>jK-;wS, ry 

16 16 

—JVC -C TVl^/V^ ^rn75- 7VC -C T/V^/V^, (Ty— /VC -C 77V 

16 16 16 

=3r/V)T5y#/M^/l^ — P( = 0) (OH) , -CH OP( = 0) (OH) „ C — C T/V 

2 2 2 1 6 

C -C T/V^r/^/V^— As&ZX&iSl&Vbo {^ffi^fbfc-NH-^ 

1 6 
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o 

[0116] ^77V#df^S^^^/^*fc^mm$tLTV ^-Ofe iV vr5K£fc3Kfc£ Jx3J§£\ 

1 6 

-;Vx^f/V, Ty— /VC -C T/V^/V^^/K ^y^uTV— /VC C T/V=¥/V^ 

16 16 

C -C T/V=t3rVC -C T/V^r/V^^/K Ty— /V^^C C T/V=3r 

16 16 16 

/HXt^, Ty— /VC -C T/V^r/V^vC -C T/l^/K^;*7VK fcKn^C 

16 16 1 

-C T/Vdr/V^TVK r^yc -C T/V^/V^TVK c -c T/v^r/^T^yc - 

6 16 16 1 

C T/V^r/V^^/K ^(C -C T/V3r/V)T^yC -C T/V3c;V^^"r/Vf£¥i)^ 

6 16 16 

[0117] ^f£T5KSJ*, ^!lx.tf-C(=0)NR 71 R 72 -e^$^T^KS-efe<9, R ?1 *5J;t^R 72 

^!ix.«\ *§itij£^\ c -c r/v^/v^ ry-/v^ ^^ry— /vm, ry-/v 

1 6 

C -C ^rn7D- /VC -C T/v^r/v^ C -C T/v^af-^c — c T 

16 16 16 16 

;V3c/V^ TV—/P$-^yC -C T/V^r/V^ TU— /VC -C T/V^/V^v/C - 

16 16 1 

C T/V^r/V^ fcKP^C -C T/V3W^ T57C -C 7;^/H, C -C T/V 

6 16 16 16 

=5r/VT5/C -C T/V=3r/VS> ^(C -C T/V=3r/V) T^/C -C T/V=¥;H, /K^ 

16 16 16 

[oi is] ^ (i) xm^th^i^m^mmmmt^ mm^m^ ^mm ^smxh^mm^ 
[olio] *mn<D-m£:(i)x»mtstiz>ik&m^ Mmu^^r^vn^m.^^ 
^ttm*, mmm, ^^mm^mm^mMti^x^mx^m^hti^ * 
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[0120] ^mmcomMMmn. mm±^m<D^:a) xmztizfc&m. *<Dm^ ynK 

Nifc-^MWM (biological response modifier) . WWV^l/M, %VttYnf?l/W 
X%£\\ 

[0121] *mx<D-®z£:(i)xmi5tiz>ik&Vdte, &m&¥K&zT>'}?rirismm<D& 

mm<Dmmzffi<^mm^%^ttim&x%z><DX\ ^.ti^mm^mMt^ 

[0122] *mm<D£: a) •vmztizfc&m, zf*Y?y?&&T$mm®\z. mm&j 
iztrntsthztm. mam, w&m, ^mm. mm, msm. mmm. 
^-^f^m m&m. wrnrn, mmrn, Tk&mm. m^mnu mmm. &m 
&f?m, mm, ffiWKM, mmitm, pimmm, mmm. »j&i?<» 
M&&bti>Kitt*mmMj&&tLxm p ttmm n mm j *irz>z.b&x%z> 0 
±mmmMmb^x, maMbvxn. m*.t£. mmrn, mm, mm. m^±/> 

&t»j, &wfomsm. fafeftmmk iErtMfe^©»j;t 
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[0123] *&m<DmmM&mzmm£tvbmm\t\^xY£, mtttt. slsf. yy^m 

[oi24] te&mtixtz* w%-&, #y^y, ^ry/vT/v=3-/v. -tf^y, h^#>K *° 

[0125] ^^miti^xn, mx.t£. watm. =*v$au ^bn^^mm±bv^ 

y^, y-fe^vvhy^h^rW-hyyi^ r-trhr^yK ryv^^i^ r^y^/K* 

wy— /vjfeiftD^y— /HK;y/vtr^;i£«lEBt!K3(f^hy^A % Mt^y-hyyAft 



WO 2006/028226 



45 



PCT/JP2005/016664 



[0126] mnMtlsXte, fll&tf, Ty}fT^Ms^ Xttm. %;V 

[oi27] mymtLxtz, mz.&. r^^^m. h-r^<9^>m, L-r^y^m 

y^A. dl-^h-/K l-^h-/HS;?Lff. zfVtrm. D— ^~h-/vft£f 

[0128] jftMtb-Cte, fll&fcf , #>^>\ h7#Vk T^tVt, T/^V^, 

[0129] 3— Tvf^aotuTf*, flifctf , iz?s^\ jKytf^/vt°nyK^, /^y^i/^y 
[0130] *fe#j£LTra\ fa^tf , -fVv^#/v^ #^</k y^y^tezftfhif btL& 

o 

[0131] mffiMtvxi*, m*-&. T^ymm, l-tvi^-^ &&mttrv))v 
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•rvvvj*. y/v&&&/vi't7^ L-yv^y^^ L-y>y^myhyy^ y^ 

-y-hyyi^ m&v^m^rbvv^ m^r^mr.^m-rby^^ di-y>=*&, y>m 
, v^m^rrvvvj*. y^m^m-rbv^ y>mr.*yvj», y>mr.&m*yvj», y 

[oi32] 7kimM£L,xi^ &m~£. £m&m&, uy^m^^im 

[0134] ^aiHfc&ifciyra, w^-ti, m&jyvj*. m\?rvyvj», yy-fey^, n^y-hyy.*. 
[0135] ^tsc^j^u-ctt, $ix.f3, 7?\rrdtj»^ r^vifc/ntru^yra— 

^tu^t/^^^a, T^yr/i^/vyyyyi/— h=^y-r— rs, fL«, ityyiry 
>\ yntv^yy^-^ -^n=f— /hk % 9i>y/n*ii^-hy^A;^ry>^iMi&, 
^ry^Mft^^^^^©^ry^teJ:w<o^>&i?dSfctf6>^o 

[oi36] ^mmt\^x\^ Mftti. mt^^/v^?^ mt^-vb-vj*. t&mmffi.m 

y/vt-v^yy^, ^tK^g^^hy^^, y^y— /k *;wyy, y^, y 
w>yy=3— /k /vfeif <dt/v=»— ^y^^sw^f yy 

[0137] j§»i^Lt(4, Wfctf , ^m#^hyyA N ^i/^yr^v, ?^m. y 
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y/vtfyy, M^fifer^ /Ki>i, ^y^7/V3-;i/, /Kytr^/nfoyKyig 
[oi38] mmtfflkLrXi*. Mz.it. ^rmit^m. y^y, M*^yy-/K i^^n?/v 

[0139] ilft^ttit, $JxJ*\ i^b^vifV^-yi^ i^y^y^ i£Biyy°y/v 

[0140] pHM»J^b-c«, flijttf , y^ym, ^y^ kk, *ym, -^w>«, 
7km^y-hyyA^if^ t f^§o 

[oi4i] B&jK^JturM:, s£S#gt, §£S#gty-hyyi^ mt^^w-v^ 
u-y^-/^ i^y^vv^y-byyiv yyvtfy^ yyytfvsfc&y^ ^e~/k 
3rv^m#^y^vK ^^y«y^s«y^/^^^fe ( f^^ 0 

[oi42] nijiutt, yy-tyy, ^ry/v-T/v^— /k ^y^v-yyy^— /i^g 
, yntv^yyra^v, -tyy-/K n^g, e^y-ty^, -<yhy--fk y 

yyyj5iJte^yy°ntvv N yi?y^, #yy/w<— Hg x ^od-ys, yyy/P-yyv- 
/k yyy/v«y-hyy^, yy— /v^^vk yy^k*y-hyyi^ nyy ; ty 

[0143] ^BJOlS^m^^^^^-^m-e^tt^b^OMtt. -^(D^M 
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*m m <Dik&m&&m,irz>tc!sb<D ^ m fcvhzfc&m 54 r Am k 

[0144] Mb22] 

A1 

Q NH 2 Q-NCS 

53 54 



[0145] QYzmz.mmLttt&y-v&zio 

[0146] >ffr^H&54f3\ The Journal ol Steroid Biochemistry and Molec 

ular Biology, 048^ ff§l^\ 0111 119JC, 1994^(Z^i£^*pCT$^fii- 

[0147] lAiisii, *mnmm*. i^m53t^-^^^Rm^^t\zxm 

-0"^V, h/k^^, 3f-/y^ ^nn^i£^<D£5&^#»^. v-^n 

^vWvl^T^K, N-^/HfuyK^ T-feh^hy/V^-efc«9, £?ig(ctev^mci^ 
^ i^r^vioi— tvK ^b5tKn79^, ^^iJ-^-e&t), &!*HaiTf7 

[0148] RjfcM&te. mmommmzxymts:^, mm. -3o < c~ioo , c-cfct>, 

f*0 < C~50 < C-Cfc5 0 £OSB#Pflte, KSfiSf (ui^^^, mmioftm 
~48B#^-efc t 9.Mt-{i30^-^~24R#^-efe6o 
[0149] ^K©^^^^i-S^«)<D^rafr"efc5^^55«, JMT^i-B&iCj; 

[0150] [>fb23] 
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B1 

Q— NH 2 - Q NCO 

53 55 



[0151] ttw,QnmzM$gutt3s*)-?&>z>] 0 

[0152] lbrH^55te\ fflittlS: , The Journal of Steroid Biochemistry and Molec 
ular Biology, Jg48^ fgl^ g!55-60H. 1994^©*«fe^3pCr«3Si-«n 

[0153] mBix@«, Tfmvmmrp. it^m^t, ^yv, v^^v, hy^yv, * 

\ -<^V, hAo^ 3^1^ ^/y>\ ^pp-<>-^V(DJ:5^#^^^, ^ 
n^MJ-^ vW/K*/l^=3r->K. v^vKT-fehT5I>\ ^W/W5^yvV^ *? 

lid^pn^y, ^xf/vx-r/^, xh^tK^:^^ e-^^U-^ @^ 

o Rfou&n, mm(Dmmm^<om^^, mm, -3o < c~i5o < c-e*>t), 

[0154] ^pJ!o^^^^i-§fci6o^r^#:-efe6ib:^57«, j^T^-rcgac 

[0155] Mb24] 
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Q-NH 2 
53 



C1 



c| A Q Ar 



56 



Q-NH 
57 



[0156] [5$*, Qt£mz.mmutt&*)-?&*), Aru^mmt^mm^u #mKts.? 

[0157] fb^»57r±, Synthesis, H1189-1194H. 1 997^(7) ^ifZl^PCT 

3K5t1-5-fc^-c^s„ f!ClX@te, TOtt^i^ i£g£>##T, ikSmttbik 

^/m^V^M^ ^<vifV, dri/i/^ 3r/y>\ ^pp^yfy©]:^^ 

[0158] ftffl£tL3i&Ste, ffl%.t£s bV^/>T^ -Myfx^;V=t^;VTV~y, 1, 8- 
^Tiflf^n[5. 4. 0]-7-f»^ir>, t°y^ N vo^/VT^/t^v^ 

jfefeMyjcStftttfe, y^vvy^A, ^/^y^r>A N n-^^y^->A, t-^yvy 

j*. ^K^b^y^, fomfcx/wpj*. xmt'WJ*. y^m^^^x 1 ?^ 
mfc&tiWfo. >f-hy<?^T^h\ ^y^fc^y^/vv-y/vr^K -rhypj^ahw? 

y:x\^vKT5>, v^fy^nfcVl^^VVT^ 1, 8-v ? Tiflf^n[5. 4. 0]-7- 
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[0159] Dfefi, — jK^: (I) ~C^^ix«^b^4feK^5*>^ x^o-cfc^ X 2 ^s-efc§jk^61 
[0160] Mk25] 

X COORc 

r2 V r3 + H 2 N-Y-ZR 1 
58 5 9 

D3 

UNCO 
55 

D4 

Q^T°Ar 

O 57 



R*R 3 D2 < j L RjL 3 

RcOOC N-Y-Z-R 1 - Q-NJj" 

H q-ncs Vz -R1 

54 61 



Q-N 
O 
62 



O R 2 



ISL 



"Y-Z-R 1 



[0161] [i^ X«/no^VI^^L, Q, Z, r\ r\ r\ Rc*3,fctMrtiiJEfc:j£g&Ufc 
[0162] Hdix@«, ^^60SrJlBirf"«X@-e, ^tt^^, ISo#ftT> 

^H^-L^(tti{i#^PS^$tL^v>^\ 011*. Jf, ^<?vvcn— T^h^tKn^^ 

/K 2/^n^lr-y— /K a^Vl^Aca— /K 1, 3-y°n/Ny^— /K U 4-^y 
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fliRtf, £SBfcM*y$^ ^^y^A, ^@gi?v-7^ ^Bkfc^h 

>\ 1, 8—i?7Wis?vl5. 4. 0]-7-^y^fe^ fcfy-i?>\ v^/VT^/tfyv 5 
>\ t^v^oj^&T^ig, -^hy^T/v^v-K #y?At-yh^>K£>j;5fc& 
JUT/v-a^MS. *^b^hy^A, TRi^b^y?^ *ffrfb;fc/vv?A<Dj;5to&Ji 

TkH^hy^ TkSt^y^ tRU 

m, ^-by^AT^F, ^y>^t^hy^^-/^y/vT5F\ ^hy^tf^byy^vv^y/v 

hV^/^T^y^ *MV~?md;V3^-;VT^y^ 1, 8-??7iflf^p[5. 4. 0] 

, ^fetc^ar^tt^gfe^-hy^A, ^aMcsd^by^^-cftvSo bosm^ mm<o 
o5)-ra~48i^ra-cs>5o 

[0163] J£D2X@te, ^^61^3t«X@-C, TOtKM^K i»tf>##T* 
[0164] M^S^ttMfe SJ^i-M#b^ttb^#^RB^$^v>^ N 

-o-£V, ^yvy N ^yy>- N ^un^^<D&^mm^^m. 

^1*->\ i^^/V>VV*3r^K SW/VT-fehTSK, 5^?vW^/ysV>\ 
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tfvV*/VAT5K\ N-^/V^uW^, T±h~hV/l'WX*h<9 y Iflta^oo^ 
;V^y^ ^i/V^ ^n^:y^><DJ;5&^#^2M. SW/WT-fehTS 

[0165] #lxJ^ hy^/^T^ ^Myzfn\f;V^/VT%ly, 1,8- 

«20 c c~i20°c-e^ o s^a^^i*9M^^, m^io^^~4 

[0166] Jj|D3X@te, <b^62^3t«X@T\ , I1©#4T, ^ 

[0167] lD4Ig|±, ^^62^M3ti-^^JOXm^\ 4^tt?§i£T\ i&X^lffiT, 

, 2-> ? ^anrc^^cDj;5/^yNn^V^^^ > ^h^tKn^^ 
iWrl^ ^h^-y^XD^ts:^— T^mM, -<^i*V, 3^1^ 

i?^/^T-tVT^\ ^/W^y^/y, vW/Vz}v^T5H\ N-^ 
/v^nyKv, r-feb^hy/v#-efe«9. Mti4^nn^^y, E^b^*, 1, 2-$? 

^h^riy^^coX^^—T/^W^ ^^V, M^o^ ^rv'Vy, 3Vy^ 
\ ^o-<^© SWA-T-fehT^K, S^vMJvWvT^K, 
N-^/kt°nyKV^-efc«9, ^fe^jttail, 2-^cici^v^h^tKn^ 
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[0168] fffl^tSli, M*.tt, bV^frT^ *My-7n\?;V^;VTVs, 1,8- 
^JR^cafrfb*, ^J-M)^^ 3^VH>^^ n-^/HJ^A, t-^/MJ^- 

^Acoi5^T/^/vy^^AS, TK^by^-^iN, Tk^b^hy^ ?»fb#y^ 
*^b^y^A, ncmt^/^p^ 7kwt4k*v$j»* 7kwt4k±i/VJ»<D£5t£&m7k 
rnvm, ^hy^r^K, ^y^^t^hy^/vv-y/vr^K, ^hy^tf^hy^/vv- 
y/vr^H\ y^^A^y^ntWT^K^i^^MT^K^^-efc^, ffiicri, by 

-io°c~3o°c-e$>^ 0 ^R#ra«, fcmnmmz.£<9mt£%t)\ MSio5>r H i~48 
[0169] Eifew:, -^a)x*m£nz>4k&w<D?%, rm^(Di^m67, ^.mt^-m 



[0170] Wb26] 



Q-N 

v 
X 2 




Ya'-H 



Q-N 




-Z' R 1 



63 



E1 



X 1 

Q-N^ 
V 

X 2 




X-Z'-R 1 
66 




Q-N 



Yb'-NH 



-Z'-R 1 



I 



J 



[0171] K*. Ya'JS, T5£: 
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[0172] [>ffc27] 



(E 2 ) n 




N 



(E 2 ) n 




(E 2 ) n 



Ya 



11 



Ya 



12 



Ya 



13 



[0173] frbmmZfa Yb' T^: 
[0174] [>fb28] 



(E 2 ) n 




Yb 



14 



(E 2 ) n 

. iT 




.6 



X 8 ^X 7 
Yb 15 



(E 2 ) n 



Yb 



16 



(E 2 ) n 



f 



Yb 



17 



[0175] fabm$l&ti;z'fem-co-, -COO-, -CONH-^fc«-SO --e*>t);R\ 

2 

R 2 , r\ Ra, Q, x\ x\ X 3 , x\ x\ x\ x\ x\ X, n$3£XfE 2 nm^MVfcb& 
[0176] f§EH@te, ^^67*fett^^»68Sr3S3tr5X@-C, ^tMCT, 
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^-£V, M^^, ^ky, =3r/y^, ^pp^yt>©j;^^f»l, S^u 
^MJ-^ i^^/i^vv^v^ v^/V7*-fehT$K ^f;W5^/y^y, v 5 ^ 

nmtmm. 1, 2 - ^nnx^y (7)i5*/Nn^M^ $*n^vw:n— -tVk 

[0177] <£ffi$tb«4gstt, hy^/vr^ vvy^tw^/vr^ 1, 8- 
i?7fif^[5. 4. o]-7-^^-fe^ t°yvV, s^vKr^trys^ tf^vV 

[0178] Ffett, -^(i)-e^ti^b^»5^, TIB^^(D^^l71*fcmb^7 

[0179] [>fb29] 



X 1 R 2 

x r N ^a'-H 
63 



X 1 R 2 

X 2 Yb'-NH 



64 



Ra 



"A 



F1 



O 

X-^-R 1 
69 

o 

HO^-R 1 



70 



+ 



X 1 R 2 

Q_N vN O , 
x r Ya'-M* 1 

71 

X 1 R 2 

qn Jn o 

f "^Yb'-N^-R 1 



72 



Ra 
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[0180] Ya' . Yb' . R\ R 2 , R% Ra, Q. X, X 1 *? £X$X 2 fem^M^tcbm~Ch^ 

o 

[0181] Fiigtt, 4k&mittmk&m2&m^zxmre. ^m^mm^, 

[oi82] ^Hj^tt, mz.it. m^4^m, m^stM^mm. m^^^mx^m^-m 
izx<>xnt>Mo ^mvmm*. \^m™*^v^\mw\7L 

«\ ?-*^?uvh\ ^vm?wh\ ^mv)>m) tm^^ wt'^vmx-u 

N-^/l^/l^y^ t°yvV, 4-^^/VT5/t°y^(DJ;5W1lT^^ M 

s^^y^A©j:5^r/v^y^jRm^^, lagfe-w^ ^g^y^oj; 

v^/M^>\ 1, 2-v^m/k^>\ E^b^^Oj;5^^>^yv^^^ 
- 2- t°nyK^<7) £5&T5K5flM^ ^^/^*^^K» J^&^/J^^K^Ig 

mxhm, mmitt. m^m^mm. ^^mmmxit^-T/^mm-c 

~150°C-efe*9, M^te, /NnyV{b^J^b^70^(7)^«-10 o C~50 o C-e 
fe^,^N^KHb^63^L<«^^64X«^r^^#^P^^(DHJS{i0 o C~l 
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[0183] ^M^*»fett,^a^y«c 7;i^;K^C T/^/Wi. 

1-6 1-6 

1-6 

1-6 

1-6 

wise &m£ti&mm&xFFmm&ffl£, ^nu(Dm^y4vmx^m^ti^h<Dtmm 

[0185] ^^^^^b^63^b<mb^64X« ; eo^#*Pi&^^MJ^f*x 

ias«, mm<Dmmmz£vmti:z&. -2o<c~5or mm\a^ o°c~3o 

Kfc, 3o#ra~i5n#ra)-e#>5„ ^fe^v^r, ^(c r/^^^r/yv 

1-8 

[0186] ffittx^r/H^H:, «I^J (0a*.fi£. ^y?v^^y/v%/V7$z?4^b\ 
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j&t±. mutt, *ffimm*-ent>ti. mm^^^mmmn. wx.t$. 

[0187] Hj&iasf*. ^ora^cj^mftw, m&^^MtBif&x^ mm, -2 
L<mk&m64Xfc^<Dmmmt<DRmx*\^ -2o c c~5o c c(#fri&a3\ -10 

[0188] ftl^J [#iJxJi, ^v^n^^/V^/V^v^R, 

— /K 1-(N, N-^^/VT^/^ntV^-S-^^/^/V^^Kmit^]© 

#&T, ^^7o^^^63tu<mb^64Xf* j eo^#^n^ii:s^$^ 
[0189] Gmn, —^(Dxm^n^it^(D^-h^ yu^<D\t^mi4Wz.mt^7 

[0190] Mb30] 
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[0191] D£t^ Ya' , Yb' N R\ r\ Ra, Ra\ Rb\ Q, X^itJ^X 2 ^ W£Kfem^fcb&<9X 
cfc<5] 0 

[0192] jgGix^m, 4t&m4tifz.mk&m75&$mirz>j:nx\ ^m^mm*. mco 

1-6 

1-6 

T^mm. ^nn^y, ^no*^A, H^fb^*, 1, 2-^?nn^y(D&o 
^^P^V^iS, -O-^V, |v^>\ dp^^ 3vy>\ ^tm-O^V^J;?^ 

^yy>v^ v^/ww^t^k, N-^^/vt^yFv. Tirh^hy/^refc^ 0 

— ^/V^M, ^pp^^, ^ppzK/VA, E^b^*, 1, 2-^nx2^>-(DX 
^^ti^f^mm. SWvVT-fehTSK, vW/V*/W*T5K, N-^/Vfc°nyKV 
*v Tirh=hy^-eS)«9, $bt^?it^^h^tKn^^V, ^pp^V, T±h~hV 

/vwx*&z> 0 RmmMtz. mm^mmm^xm^^, o°c~i5o°c-efc«9, mm 
[0193] ^m63^tcmt^m64^/v^Mtnm^Rit^, ^mw^±^y 

HNRaW) ^J^^S^t^J;^^^74*fcWb^75^$i5ti-Sii^^ 
5. 4. 0]-7-^-^-fe^ fc^vV, v^vKT^/tfyvV, t°^vV<Z>J;5&T^ig 

-efc«9. hy^rfvvT^ t°y^>\ ^^/iyr$/t: o y^>#-efc5 0 
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^oo^y, ^ptpt^/v^, Elfrffci^, 1, 2-v ? ^t3t3^^(Dj;5^^P^V^ 

mm, -^-ev, ^v-ix^ % ^yy>\ ?vv^i/^>(D£5fj;^mmmmm. 

S^n^^MM^ v^^/KVV^v-K. i?^/VT±hT^}>\ -J^f-fVj^JWjy 
, ^fM;^7^K, N-y^/vt 0 nyK^ T-feN=*y/i^-C&^ 0jgtJi«^ 

^op^y, ytm/JvW^ Eifrffc^t^ 1, 2-v ; ^ntirc^^(Dj;5^^i3^V 
&t<DWmmz£9&fcZ>&. -30°C~80°C-efcf9, 03g(C«-lO < C~3O < C-efc5o 
[0194] #(31Ra 1 ^J;Vm 1 ^*^m^"e^^^74Sfc«^^75^^-r§^^ 

7— /V, rc^y— n-7°n^V— /V, i-^d/V— /K n-^y— /K sec — ^ 
y— /K t-:/^y— /K ^v^y— /K ^drij-y— ^yny°ny-?y— /vcdJ:5^T/v 
3-;H, iyynny^y, ^on^A, E^^*(Di5^M^^V^^^, v?y^- 

N-y^/n;°nyK^^ g^^/K r-feh^hy/v^-efc«9, Mias*. ^y- 
^nn*^Afi?fes 0 ^^tbsafett, #"!ix.fi\ mm, wj^^-n 

gm#-efc^ g^^-efc^o ^«^fflb-cb^fflUfe<"CtJ:v^s % 

^ffi^ns^/w^^/w^j^^^^^T^^hy^^.^T^m^y^^Trfes 
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[0195] mgijmyz. ^mvmrn*. ^^es^mt^s^hv^nnr^ 

M^^, =¥yy^ ^p P -<y^y©j;5*^fHM, 

— ^y^vKw^^K, swvvr-fehTSK, ^f/w^yy^yy, >>y 

^Vl^/kAT^K, N-y^/Vfc°ayK>\ Tirh-hy/v^-efei9, 031^«Tirh-hy 
3§\ 0°C~200 o C-Cfc«9, M^telO°C~80°C-Cfc5o KJWM}*, SJSiaS^fr: 

[0196] ttJ^4SH4T/^^^i:©SJ^:^^:*3V^T^ffl§^^S^fiH4^tt^ RJS^IB-^Uj: 
imtf«rl2HSS§tb3fev^s, fllfctf, y^y— ^y— /k n-:/ix>v— i- 
:/t^v— /K n-:/yy— /K sec— :/^y— /k t-yy?y—/v, ^^yy— /k ^<$c 
i^-y— /v, ^ypy°n/V— ;vo X^T/^— /HK, *0^£/^ b/K3i>\ ^yuy, 

*yy>, y^-o^^xDx^^mm^mm. ^pn^y, ypp*/^, ea^b 

yh^i/^y^OJ;5^~^/V^M^ iyyn-^f f->\ vW/Kx/i^dr^K, v>y 

•3, 0ai^ftlO°C~8O°C-e^ o £0£B#f^ SJSi&aW2:J;0£fc5a^ M^IO 
[0197] H&ttU ^^(I)^£*l^fb#«&0>5*>, TfE^;^c7)^^78^fci^k^7 
[0198] Mb31] 
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[0199] Ya' x Yb\ r\ r\ r\ Ra, Gh x'&J^X 2 }^ mZjfcmUtk&W&Zo 

[0200] HlXliiC^oV^-C, ^^78*fcfi{b^79«, ^feVmMrp. ^©#^ET, 
^^63*fc^b^64^^/V^-/HbWm^H^$-^fcm,$^^^^^77^ 

[0201] mmztiZTfrnvmrnte, Rj&Km^ftvtiitmzmm&tiKWK mx.u. 

^i?>\ h/v^^, d^x^, 3r/y^, *nn^>^©£5fc^#;^ig*fik V^n 
v^^vKVV^dr^K, i-W/KTirhT^K ^f/W^y^V, 

[0202] ^ffl$tt^i^S«> 09*.ii, hym^/VT^V, ^yyVfcVl^^vKT^ 1, 8- 
^Tf*trv^n[5. 4. 0]-7-<^xi?^ fc°yvV, SWvKT^fcrys^ fc^vV 
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[0203] mm£tiZ*/^~/WkMMte. MK.it, Ttsxpis, *Jh&*?>, hy^^v, jj/v 
3 0 KJSmJPtt, j3gHJ«, -30°C~80°C-efc(9, 

[0205] [>fb32] 

O R 2 O R2 

S r YZ-R 1 ^ >-z-R 1 

61 62 



[0206] [ct, q, y, z, r\ R 2 fej;i^R 3 {i, m^rnvtctm-^h^o 

[0207] s&ix@ra\ ^^62^3t«x@r\ ^waa^* (^--mm^hm^u 

[0208] ®.miStiZ7Fl£VmMte. ffi&KM&V£fttiftmzmfe£W3:i< m&.&. 

>\ M^>\ df-yy>\ ^tm^^^<©j;5fc55r#JMSigj&, i/pv^y- 

it&A'Zjl'tf&n/K -iW/Kr-fehT^K, ^f/H^VU^yy, SWA* 

Tirh^hy/^J:t57K(DfM^«^-CfcSo 

[0209] ftffl^^awbsitt, #^RR^tucv m%.& m.m. Mm. a**, #ci&£ 
mm, ^mmmmi-hv^^ ftrnggawtttyvj*. #ma&m#ttrv&^ m.mmi-h 
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y^iv mmn&WJ*. fkmwtrhvv^ ^mmxvv^ s^mm-rbv^ 

>^#y<7^ rii^y^y, gj&^^anK hy^cr-feb^/vr-fe^M-h)^ 
y#V(m) (mta) „ SKSN-v^Cm) , t^y^-ii-^^XiiDoi^^^V^ 

»ynA(lVhJonesf£|g, Sarettf*!!!, Collinsf*^, ^oASfet-^ 
xlXt/V, f^nAi^i)r>A, BeckmannM^, S^ni^^hy^A, Kilianif£H % 

©J:5fc#Mb£4&, B1«bM8(n) , hy^^nB^bK«(n) , M*«*£S (n) , 1ft 
p - = bv^^S^/i^-Astti/K ^ - p - ^cm-O-yV j>v^./v$-^Y(D 

fb«»:58Bfe, mm. mt^Ynz/sv, wm\^m. ±Mikr.mm. mm.itr.rn.rn. 
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mmm, nkmm.mwtrhvvj». ^.m^mmt^v^ #Matrm&&v?j». mmm 
mmw^vvj*. fkm&trhvvj*. ^mw&vv^ a&mwrt-hv&j*. a 

ma?mm%yyj>>, N-/n^7tF7^\ N-ynW^W^K, N-zftt7* 
cm^<^-/MJ7V-/K 1, 3— S^/n^E— 5, 

y7?K(^n7^B), ^cM^^t-^/K 3fcM*^Iftt-:/^vK #Cffia?*^ 

tfisntttry?^ umib^istfis. mm-^>tf> (in). hvx(r±b~/PT±b-r^h) 

-vs-fry (in) (mta) % Wt^>J3> (in) , ttyy&^-ytf^ (in) (DiStsmrtfi' 
[0210] M^USte, »H©«^n:j;9MJfe6^, M^, -30°C~ioo°C-efe(9, 0jgtc 

tto°c~5o°c-efc5 0 sowum*, mjfcnm§K.£owzz>i>\ ffiSio£fe9~48R# 
W-efeO, 0jg^«3O5>W~24H#ra-efo^, o 
[0211] Kim, — ^(i)-e^$n«^^©5*>, Tts^^^b^90^cmb^9 

[0212] [>fb33] 
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[0213] [s^, LilJIiiStfe^^Ji^iJg^, ^*m^^^Nti^Vj^^-^^, 

k^l~5(D«#[-efc«9^ Ya' , Yb\ R\ r\ Ra, Ra\ Ra 2 , Q, X, x'*5 £IFX 2 {*, HE 

^SLfci^-efe^ gE^^a^tb^^fc^Ra^it^Rb'fi^i-S^*®^-^ 
[0214] Mb34] 
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N-Ra 




NH 




COORa 



[0215] tei*<D&mm^Tvim&&j&fic?r£] 

[0216] ftffl$*L5^fi^4jgSKtt, SJSi-M^b^fttb^#^PI^$tb^V ^ m?tlS. 

^^-EV, M-cc^ df-v/u^, ^f/y^ pvv^is^isfDkjt^^MZkMfflkrypv 
[0217] $lx.f^ hy^^r^v, SM^^t^^/VT^ l, 8- 

[0218] fc^90&£XMk&&91&W&rZJM-£. ^timm*. ±£Stf> 

ttzz.b\zxomj&£tiz>o femtstiZTFmammi*. R^m-^-^mMm^ 
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m%&tvfc^it>K Mx.t£, ^pp^, ^pp*/^, mmtmm. 1, 2-^pp 

^h^^^oip*^— h/^v, 3rv-i^ 3vy^, ^pp 

hT^K ; SWvW^Vy ; ^f;V*W5K ;N-^vHfnyK> ; Tirh- 
hy/HTC*)!^ ^aiift^pn^y, ^pp^M, ElfrfL^3ft, 1, 2-^ppi 

, i, 8— ^nPtr^n[5. 4. t°yvV, vW^T^/tfy^v 

y\fv^>mxh^ 0 fcfoum^ mm^mmm^^m^^K mm, -3o°c~io 

[0219] Ufete, — jRS:(I)-«$n^b^»©5*>, TfE^^^^#/97^M5ti-5^fe 
[0220] Mb35] 
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[0221] [5£tfJ, R 4 Ji N Stfe&jh/^TfcJ^T^dr/]^ gm^Tl^-Obil^Ty— 

7VT/Vdr/^'Cfc«9, Ya' , R\ r\ Q, X^it^X 2 }*, 8Efc3£ISUfc£:i8»?-CS>5]„ 
[0222] LlX@fc:}3l vC, ^^93tt, ^ttM^, IS©#4T, ^WM^ 

[0223] >fk^98Sr$!i5ti-5H^-e^ffl§ns^^tt^«, 

XDXyf^—T/^MM;^^^, 3ci/u>, ^nn^/O 
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&^^mmmm s^n^i^ ■ v^jv^v^^y ; ^^r±hr^ ; >>y 

[0224] ^ffl$tt§i:i-tvJ«S», fllfcfrf, hU^WT^ i^fy^W/V^/VT^ 
x i, s-v'TiFXvynEs. 4. o]-7-^^-fe^ tfyvV, vW/VT^yt'y 

ytrys^f-efcSo 

[0225] ^m98t^m3(D^x^m^ti^m¥mm^xxim.mu, 

[0226] L2If£{^ ^^96^M3ti~5X@^\ T/Vdr/W^K&^£fflV^T 

•So 

[0227] T^MUm., TfmVmMrp, iM^feT, >ffc^93Wfc^94£r£ej£:£ 

•&%z.tK£<Qmj$.£ti%o ®tm£ti%7Fmvmmfe, Rf^Km-^^nrn-fw^m 

^^<DJ;5&^— ^/V^^Kr^ytm^^ M^*, 1, 2-v ? ynM^;/<7) 
i^^/Nn^V^^IK^V^V. M^>\ =H/i^, dpyyv. ytm^>i?V(Z)J;5& 

-<5^Vy v 5 / >- ; vW/vtfvi^T^K ; N - y^/Mf uy K>- ; Ti?h~hy/M^T?fo<9 , 

^/^IMr^y^/KTirhT^K, v^/WvVAT^R, N-y^/HfoyK^ 
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[0228] mmtstizmmtti, mz.it, mwjvv&, mm-rw^ m®*^^ mm*m 

hu»>AT5:K #y^tf^hy^/i->y/vT5K ^-hy^^«hy^^/^y/vT5H\ 
/vr^>\ i, 8— ^riftrv^cs. 4. o]-7-i»^7*-fe^ trys^ v^/vr^; 

-30°c— ioo°c-e$>«9, 0jgirfio , c~5o < c-e*>s o a»F B 1te, ffi&mM%$K£ 

[0229] ytmzofczmmvx^ ^mumm*. «^#ftr^ ^^93^^95 

v^^vVT-ferbT5K\ V&M^SWSls^ *?*<f-/l*fcA>I»7$.K N 
-y^vMfnyK^\ Tirh^hy/V#T?fe«9, 0a^tt3*3^/l^— ^h^tKn 

[0230] ^ffl$tt^3fe«m«, fllfctf. ry^^Vi^xf/^r/K 
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^Vliv^^vVK^^/K TyV^/^V^yyyyW/V^^/K T*S 9 Sj3Art 

>&*?*'?-/i>3xxT/^ n, n, n', N'-^h^-fy^ntwry^^/v^^K. 1, 
i' - (7/-^M^) ^t^y^y , n, n, n' , n' -^h^y^/vryv^/v^ 

IKK 1, 6-vW/V-l, 5, 7-— 3MJ-fcKn-l, 4, 6, 7— rl^yVy-2, 5- 

y^y<D£5ftTyyy#/MKVggig^ hyy^/V/j^y^y, hy-n-tf-^vvaK* 
yyy^ hy-n-^^y/v^y^y, hyyyp^^v/v^y-ry, hy-n-y^vv 
/j^y^y, v^yyt^^y/vyrn^Mfc^y^y. y^^i^rn^v^y-Yy^ 4- ( 
y > y^-/vT^y)y^^/vyy^^v^yyy, yy^/v-2-t°yvyv^y^y& 
y(D^y^ys^<Dia^^, Sfctt, (vryy^yy) hyy^/v^^y, (y 
ryy^u>-) hyy^/v^^^y^ifco^^^^^-efc?). 0ig^«yyy^/^ 
y^y^^/v^^/i^irhyy^ ^ta7-fyi©E^i?*, 1, 6-yy^V^-i, 
5, 4, 6, 7-7"h^yyy-2, 5-y^-yihy-n-y^/v* 

^y^y^m^-8^^ (yryy^-wy) hyy^/^^^y, (yryy^-uy) hyy 
^-/v^7^yy^-efe^ 0 

[0231] Bifoum-z. mM<DmmmK£<o m^. -3o°c~i5o°c-efc^ 

NFffi-e*>t>,0a»!:«:3o^ra~24i^ra-efc5o 
[0232] L3X@{*. ^«S-efe^t-y>^y^/v#^/vs«^«Ub^^97^M3ti- 

•5X@"C > l^xji^ "Protective Groups in Organic Synthesis 2nd editio 
n", Theodora W. Green, John Wiley & Sons, Inc. , 1991#2r#Bgi~3^ 

[0233] Mifet*, -^(l)-e^^^^^<^5^. TBB^:4 I ^b^74*fc{*^^7 

[0234] [>fb36] 
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[0235] [5£tf\ Ya' % Yb\ R% r\ Ra, Ra\ Rb\ X^iU^X 2 ^ UE^ttUt^^t? 
[0236] MlXai-*5V>-C, >ffc^74*;fct*ffc#«>75tt, TOtt^^, i«<D#£T, 

[0237] teJB£*!^|gttigjKtt, KJS(-i^(mi»(-PS^MV^\ 09&i^ 

-O'-EV, h/i^^ ^wy, dr/y^, ^nn^yoj:5*ffMj§l, S^n 
^fl^ v^/K*/W^>H\ i^^/KT-fehT^K >^ 
^-/V/JvVAT$K, N-^/Vt°a!JK^, T-feh^MJ/V^-efct), ^ifetev^^/V^ 

[0238] M^^Ste, H^^/VT^ -My-?n\i°/V^.=?-/VT^y, 1, 8- 

i?7fif^[5. 4. o]-7-<7^xir^, t°y^, ^^7VT5yt°y^, fc^v^ 
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[0239] mm£tiZ*/^~/WkMMte. MK.it, Ttsxpis, *Jh&*?>, hy^^V, Zi/v 

[0240] ^0j!<Z)fb^^|^i-§fc^(D^F B 1#:^fe5{b^6O«, JMT^i-Nfe^ 
[0241] [>fb37] 

R** N2 R 2 R 3 

^V C ? OH + H 2 N Y Z R 1 ^ - HOOC^N Y-Z-R 1 - RcOOC^Vy-Z-R 1 

R 2 "^R 3 H RcOH H 

152 59 153 154 60 

[0242] X. Y, Z. R\ R 2 . R 3 *5j;r/RcttiE^SaLfc^*5»9-efe5]o 

[0243] JgNlX@», ^^153^5t«X@T\ i£S<D#}£T, ft 

[0244] teffl£;ft,5^t£i§jKfcJu RJ&lzM*\Smtil*mzmM£tit& MX-ft. 

-<^>, m^i^ ^vv-^ Jc/yy, ^nu-<>if><D^/j:^mmmm, 

^^/v^/v^df-i/K, vW/i-T-trhT^K ^fM^'/y^yy, v?^ 

f;V*;VA75H\ N-^VVfc°nyK^ Tirh^hy/^-Tfe^, Mta^v^^vl^ 

[0245] mm^n^mi^ mx-U, mj^a-t^ -My-fn^^v^/vr^, i, 8- 
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[0246] Rfou&te, mm<vmmm^<9mt£z>&, o°c~ioo°c-t?&f9, #?igtmio°c~ 

[0247] ^N2X@tt, ^^60^M5ti-5X@-C\ X^ttM;^ ^^153Xf*-?rO 

[0248] ^jjc«, Mx.it, wt^^m, m&wtm*mm, ^^^r;vmjmm^m 
\z£oxnfrtiz> 0 m^^mn, ^momm*. \^m\^^^>\m\m 
x.fi, ^^/v^nyK. ^vm?vw, ^mw^m) t^it^, m^y^^m 

[0249] fcrnistizmmte. Ri^Km^wn^ m^m&n^ ^ ^j*.^ 

i, mmk^<v£?f£^tisfyik%kmw;, t 

N, N-vW/KTi^K. N, N-^^;v*;^7?K, N-^M^-2-fc°nyK 
[0250] HJS?aSfi. ^©Wi^iW^/^ ^M3^V^J^b^l53^(Z)H^ 
[0251] MlMfek#>fei2. /m^V=¥1£C T7Vdr/K^-e,C T/l^/W3. £*5fH8cl 

1-6 1-6 
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&Wk1rZ>mi&\Z, ^p/v^gb^/K ^cvi^gfe^/K pvA^ftMyzf'f-A'^ ? 

1-6 

[0252] ftffl^ttSifi^ROT^IWifttt, *Xg©^N7^KMffi§m©tNi 

o°c-3o°c)-e^ 0 HJ^^s^^i^M^^, mm. i5#ra~ 

[0253] ia^i«m*«>wb^»i54i:<DS^tt, ^sttssaa*, &s<£#£txi*## 

mzH)&3:z>&. mm. i5&m~2mm(f&&teft. 3o#ra~i5B#ra)-e&5„ 

[0254] ffittW/Ht:ft(4> *H£^HI (#tlx.f^> -J^n^iy/^/V^M^h\ Ujv$~ 
/Vi^^y— /v^)©#£T> ^^l53^tt^^/H^J(f?!JxL«\ N-tKn 

V*Y^^s(D&i£^—^;vWt&Wk. VjrmWy^ ^tm*/K^ mmtfcm 

m&tt-TMKMi&VYZ. mm, -2O°C~5O°C(031^ 
-10°C~30°C)-efe«9, Stt« , 7 1 /Wb^^k^l54tOSJi& v t?«x -20 
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[0255] ffi&mtt. m&M IMz-ft, Vi/^^i'A'#A<$*M*K *A*$~/v*M$y:S 

K, n-^/m^ukv, r-feh=hy/v#-efe«9, ^jfetev^^v^— 
[0257] ^©a^icj^lfcfcsa^ o 0 c~ioo 0 c-efe^ ffl&\tttiox:~ 

70°c-efe^ o spurns* h^us^-j^m^^ aft5#ra~24i$ra-ofc*>, 

[0258] o&f*. -jt£^(i)^&h^fb^&<z>5^ TIES;^o>fb^73SrSi3gi-s^ 

[0259] Mfc38] 



x cox 

R 2 ^R 3 



O 



+ Q-NH 2 



H R 2 R 3 H 2 N~Y Z-R 1 
1S6 59 



155 



53 




157 



Q-N 
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[0260] D£t^ Q, X, Y, Z, R\ R^itm'KfcgBc^Lfc^^fcSL 

[0261] J£01X@te, ^^156^5t«X@-C\ ?FfeVmm* . M©^T, lb 

[0262] ®.m£tittm*mm\*. Rmm^^n^m-m&n^ m*.t£. 
-<^v, ivk^, ^ui/, */y>-^ ^u-o^><Dx^^mm^mm, 

t;v*;VA7$K, N-^VMfnyK^ Tirh^hy/v^-rfe^, 

[0263] mmznzi&mfe, m%.&, -rbv^^r^^yb\ *y?j»t-y*h^>v<D£yt£& 
ir/^^y-K, T^m^-rhv^, Tkmikwyj*. T^m^^^^x^^m^ 
mtm. Tkmitv^j*. 7k.m\n-hWJ>>, ^kn^y^ ^m^v^^, 

yzfv&vTswxtt&mTKK mmtrvv^ mwtrb-vv&iD&ft&mm., bv 

:r.^vVT$V, -Myfnyf)V^-;VTV^^ 1, 8-v ? Tift^>^n[5. 4. 0]-7— # 



/KT^>\ 1, 8-v ? TiffV^[5. 4. 0]-7-?>*?*-fe>\ t°y>V, *?**f-?V7*S 

[0264] KJ&ia£W\ M^«^^<£9M&5#\ o°c~ioo 0 c-efe*9, 0®^«io°c~ 

#itl£ttlO#IIB~l8l$ra-e*>5, 
[0265] Jg02X@te, ^^157^it«X@T% ^Stt^*, l£gtf>#£T, lb 
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[0266] mmtsthZJfmimmte, Rmm^^if^WKm^ti^ 

-<^i?V, Y;V=^y^ *ci/Ul/^ 3r/y^ 9m^^s<Ott1&§m$ShW0k. 9 stra 
^3r1^ vW/V^*=¥^H\ vW/KT-fehT5b\ 9 J**f-/H%#WS/>^ i?* 
^-/V/JvVAT5F\ N-^/HfuyK^ T-feh=MJ/V#-efc!9, Ml^tev^^yKx 

[0267] ftffl$tU5ifi^W:^ fll&fcf, ^hy^ATV^^K, #y?At-:/H^K0>J:5>fc& 
I7;V3^^\ **>ffc^WJ^A, ^^toWA, 7kmik%/^>V&<0£.5ti:&m7k 

m\um, im.\wn^ xmerrwpj*, a^mw^^ xmtwv^ ^wtit 

rn^vVT^ 9 MV7rvd)V^;\>T%*y^ 1, 8-v ? TifV^n[5. 4. 0]-7— p 



[0268] BtJSMSte. o°c~ioo°c-efe!9, £?iita*10 o C~ 

[0269] fl03X@J3\ >fb^73Sr®i5ti-5xa-e, *fiH£«sK*, ts©#$r, ^-^ 
[0270] teJB&|T^i^»jRtt, KiS^K-^Uejmtf^lcls^tw&v 09*. tf. 
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^-£V, ^ky, =3r/y^, ^pp^yt>©j;^^f»l, S^u 

^MJ-^ i^^/K^/v^v^ v^/VT-fehT$K v 5 ^ 

[0271] teffl£*b5i£gJ3\ #>l;Ui\ ^-hy^T/V^^K, ^y^At-^>=3fv-KOi5^ 
JUT/v-a^K, Tk^b^hy?^ zKfffftoW^ ^{b^/Vv^AOJ^fc&JS* 

mitm. Tkmwrvj*. Tkmtrhvvj*. ykmtxvvj*. ^mt^y?^ 

a^/v-T^, -My-fnyfjv^-;vT^y^ i, s-^TW-^nEs. 4. o]-7— ? 
ifi^^^bi-hy^^-efc5o 

[0273] ^ffi£;ft,5^#/^^Wb£iJte, 09*. tf, ^^/i^nn^/jflv^— K ^ 
[0274] BtJ^Mte, ^<D®3g#^i9M&5#\ 0°C~100°C-Cfef9, 0igi-^lO°C~ 

0jgia*io#ra~ioRfiig~efc5o 
[0275] pfefi, -^(i)-e^^tL^b^#)(D5^>, TfE^;^(D{b^i6i*fcmb^ 
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[0277] Ya' x Yb' , R\ R% Ra, Q, X^fcilfX'tt* m^B.Vk.t^^h^o 

[0278] HPlXa«, ^^159^c{i^^l60^Miti-§X@-C, X^tt^^, St 

So 

[0279] M^STO'Mifc KJS(-i^Uim!»(-PS^MV^\ #lxJ^ 
^bp^ ^tmsjvl^ E^k^*, 1, 2-^ihci^^(7)J;5^n 
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v*fy?km&. ^i*V, M^>\ 3r^>\ ?nvs<>-Vl/(D£.*)f3:3$mWi 

y*yvV>, v^^vvzJvvat^k n-^^vh^pki^ T-feh^hy/v#-efc«9, ^ag 

7VV^$^ ^oo^y, ^np*;^, M^it, 1, 2-v ? ^nti^^(Dj:5 

[0280] teffl£*L5B&ra\ £at ^fb**aft, BWtTkmm, mm, vi/Wtn&tz 
mmm, mm, mm, ->^m, w^r, y^/vm, t^x/v^m, vvy^n 
^>^/v^m., -o-^^/v^m, v-Y/v^i/^jv-fci/m., ^^?m, -^^m 

[028i] Rffcum^ mm&mm&te&vmttztK o°c~ioo°c-efc^ mmitti<pc~ 
70<c~e&s o Karats, mj^us^-j^m^^ ii^-5^r H i~24B#^-efc , 9, 

[0282] HP2Xaf*. ^»ST'fe^t-^h^^7^-/VS^^«Ub^l61^fc« 
'fb'n-^162^rM5ai~ ; 5X©-e, "Protective Groups in Organic Syn 

thesis 2nd edition", Theodora W. Green, John Wiley & Sons, Inc. , 

[0283] Qmi*. — m^(i)xm$ftz>i\:&yo<Dy%, rm^coi^mie^tcm^^ 

[0284] Mk40] 
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r 




Q-N 



Ya' — H 



Q1 



Q-N 




Yb' — NH 



Ra 



R 1 S0 2 CI 



163 



Q-N 




O 

\ II 

Yb— S 

1 1 

o 
165 



[0285] [5£(f\ Ya' N Yb' , R\ R 2 , R% Q, X'&itKX 2 ^ miZ-femUtk&Wb*), (B.U 
[0286] iQHttt, >fk^l64*fcht>fk^l65Srai3t^-«XS-C, ^fiH^SSK*. 

^ifV, M^^, ^W^, ^/y^, ^a-<^ifVoj;5^W^^;^P^ 

[0287] mm&tizMm*, m*.t£, hy^/vr^ vvy^tw^/vr^ i, 8- 
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i^T1ftf^P[5. 4. 0]-7-?^i?^ t°U^ N i^^vKT^/fc°y^>\ If^v^ 

#-e&>3 0 M^a^^^M&s^ -3o°c~ioo°c^&<9 

&m~48 mmxm, t&mizmofrm~2mmx*&% 0 

o {^^iFM^i-fefcoTte, 0!lxJ^ "Protective Groups in Organic Sy 
nthesis 2nd edition", Theodora W. Green, John Wiley & Sons, Inc. 

[0289] *mn<Dfc&m<Dmwjm^ ±m<D^mm\mts*ht£\ \ %m<oi\&®\*, m 

[0291] NMRti, mM^^M^M Mercury300 (variant) , ECP-400 (JEOLM) itftfeEX 
270QEOLM)^m^-"Xmm^fc o ^fcMM^m^ JCS5>«!®LCQ Classic (The 
rmo ElectronM) ^ ZQ2000 (Waters^) *fc}3QP5050A (fijMHWM) ^ffiV ^XM 

^Ufc 0 mMW^v^y^j— mz.&tf&R.mti, ^y*Wv- h Silk 

a gel 60F (MerckM)^^NH^V-h(gr±^y^T^^M)^V^'J^L 

254 

(DM&kXfWMfttif&ft^tlo ^*d\ ^»!jl~82, 84-95 ^#5V^f*^#A, 

mMms3 tern ^xngkfcBxmfe&tf^tio 

[0292] ##A 

^^:LC/PDA/MS[HP1 100 (Agilent Technologies^) /TSP U 
V6000 (Thermo Electron^) /LCQ Classic] 

*7A: Cadenza CD — C18 3. 0x30mm (Imtakt^) 



WO 2006/028226 



86 



PCT/JP2005/016664 



#7A?US:35°C 
#|&*gA:H 0(0. 05%TFA) 

2 

#tlrtBB:MeCN(0. 05%TFA) 

Jf^J^lshJfW;: %B; 5- 100 (9. 5ft) -100 (2. 5#) 
PDAfSffl : 2 1 0 - 400nm 
-iVvW^H^S: 5 n L 

i/TsrJ* : LC/PDA[Alliance2690 (Waters®*) /2996 (Waters®) ] 
#7A:Inertsil ODS — 3 4. 6xl50mm(GL Science®) 

mm-.imL/ft 

#SrfBA:H O(10mMAcONH4) 

2 

#KrfBB:MeOH 

^^Vkfcifc : %B ; 5 - 5 (lft) - 100 (1 9^) - 100 (5#) 
PDAfSH : 230-400nm 
^v^v^a^i: 10 ix L 



[HW01] 



[0293] Mb41] 




o 



5 



N^OEt 
O 



[0294] (illS) 



[0295] [>fb42] 
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Br COOMe + H 2 N^N-^ Utt - MeOOC^N^N^ 

■ w O H ^ O 



OEt >T / — \ OEt 



[0296] ^b^2(5. Og)^^/-/V(20mL) KMMU it&%0l (10. 5g)4o£tm^k 
*^HJ^(4. 9g)^JD;t, ^W^T/V^V#H^;T^V^100 o C^r36B#r3l 

mm^M-emmu nm4k&®ut&m)2. 2 g («28%) 

[0297] 1 H-NMR(270MHz, CDC1 ) 8 :1. 25(3H, t, J = 7. 1Hz), 1. 31 (6H, s), 

3 

1. 60-1. 80(4H, m), 2. 45-2. 60(1H, m), 2. 70-2. 88 (2H, m), 3. 70 
(3H, s), 3. 95-4. 20(3H, m), 4. 11 (2H, q, J = 7. lHz) 0 

[0298] Rfte^y^/KTV— R JglB3«;B»^VV):0. 37 G 
(fg2X@) 

[0299] Mb43] 

MeOOC^<-N^° Et ♦ NC ^> NC S . NC<>N^ 

H ' O F 3 C F >^ cT T 1 

3 4 F 3 C S l^M OEt 



5 



T 
O 



[0300] fc&®3(2. 2g)Srl, 2-^nn^^(81mL) fc*g#?U ik&®4(2. lg):}8j; 

t/^^T5/try^(i. 48g)«r*n^ ^i§#fflMTiooT:^Tif«jf#ufc 

>fb^5)3. 47g(JDt*91%)«r#fc 0 
[0301] 1 H-NMR(270MHz, CDC1 ) 5 :1. 28(3H, t, J = 7. 1Hz), 1. 64(6H, s), 

3 

1. 78-1. 90(2H, m), 2. 55-2. 90(4H, m), 4. 10-4. 45 (5H, m), 7. 72 
(1H, dd, J=l. 7, 8. 2Hz), 7. 84(1H, s) , 7. 95 (1H, d, J = 8. 2Hz) Q 
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[0302] MS (ESI) m/z:468. 9([M + H] + )o 

[0303] Rfffid^y^VKTV— K mmmm;^-y->:WfW£^^=l :2) :0. 38 Q 

[0304] mmm 1 1 mm^mi^ ^xr<D\^m^m^. a 

[0305] Btl] 









2 




MS(ESI) m/Z 435.0 (EM+H] + ) 
RT= 5.99min 


3 


Cl S k.N r OEt 
O 


MS(ESI) m/z- 449.1 ([M+HB 
RT: 6.17min 



[0306] 

[0307] Mb44] 



o , 



NC-\\ m 

f 3 c s U ilj 

7 



O 



[0308] (Jgll@) 
[0309] Mb45] 



O 

IMC- r ~ 
F 3 C S 
5 



O 



OEt 



NC 
F 3 C 



6 



[0310] ^1^5(3. 47g)^rv > ^i?-^(100mL) (d§fi?U 10N^^(200mL)^Px., 

mvummmffiL-tio was®.. R^MK^yio^miti-v^^mm^M^K 
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4k&WUt&®6)2. 2g(W75%)£#fc 0 
[0311] 1 H-NMR(270MHz, CDC1 ) 8 :1. 64 (6H, s), 1. 75-1. 90 (2H, m), 2. 

3 

60-2. 80(4H, m), 3. 18-3. 32 (2H, m) , 4. 00-4. 18 (1H, m) , 7. 73(1 
H, dd,J = l. 7, 8. 2Hz), 7. 84(1H, s) , 7. 94(1H, d, J = 8. 2Hz) c 
[0312] MS (ESI) m/ z : 397. 1([M + H] + ) Q 

[0313] Rfffi (NH7"V" — K SiM;^nn*/^:^/- /V=30: 1) :0. 52 Q 

(H2xm) 
[0314] utm 

F 3 C S L^NH F 3° S UV 

6 7 O 

[0315] ^^6(36mg)^v ? ^nn^^^(lmL)t^fi?L, £^#H^Ti£fbT-fe5vK0 
. 0077mL)33£U<>!J^/VT5>"(0. 015mL) ^Px., lB#F H Hf #Lfc 0 RifcWiZ: 

/VJ»:*?/—/V=20.1) X-mmU S mt-^m (ft&V07) 30m g (1R#576%) 

fee 

[0316] mm^y%^^^—b,mmWM;?vv*/VJ*:^/—/]/ = 20:l):0. 32 c 
[0317] 1 H-NMR(270MHz, CDC1 ) 6 :1. 64(6H, s), 1. 82-1. 98(2H, m) , 2. 

3 

14 (3H, s), 2. 52-2. 88(3H, m), 3. 09-3. 21(1H, m) , 3. 92-4. 02(1 
H, m), 4. 08-4. 25 (1H, m), 4. 80-4. 90 (1H, m) , 7. 72 (1H, dd, J=l. 
7, 8. 1Hz), 7. 84 (1H, split s), 7. 95 (1H, d, J = 8. lHz) c 
[0318] MS(ESl)m/z:439. l([M + H] + )o 

[0319] mmm4tmm^m^, ^T©ft^^Lt 

[0320] [^2] 
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■§* 


mm 


— * >-> 


5 


o 


Rf -fiSCv- U ^7 4*/K7V— K JSBBig 
g£ ; — *r*yis : g1^MvV=l:2): 0.3 
MS(ESI) m/Z 489.0 (IM+H] + ) 


6 




MS(ESI) tji^: 405.1 (|M+H]+) 
RT: 4.79min 


7 


«■ ^ o 

0 


MS(ESI) m/Z 419.1 ([M+H] + ) 

XV J- • O . ± U 111111 


8 




MS(ESI) 469.2 (EM+H] + ) 
RT: 6.00min 


9 


°0 


MS(ESI) jn/2f- 455.1 (CM+H] + ) 
RT: 5.64min 



[0321] mm^mmi^M^xummm^tmm^mKxy), ^^sa^T©^ 

[0322] [^3] 





mm 




1 0 


f f ^ H :s^- 

0" 0 


MS(ESI) iji/i? 487.1 (IM+HW 
RT: 5.52min 


1 1 




MS(ESI) mfr 467.2 ([M+H]+) 
RT: 5.59min 


1 2 


0 


MS(ESI) m/z- 417.2 (DVH-H1+) 
RT: 4.72min 
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[0323] ^jfem^2X©»«^ 
[0324] [^4] 



-S- 






1 3 


f 3 c o l^L a 


mp: 155-157 

^ tr P TlvW* : ^ ^ / — /V=100:i): 0.35 

iH NMR (CDCIa) 8: 1.35 (3H, t, J=l 
Hz), 1-61 (6H, a), 4.25 (2H, q, J=7 
Hz),6.97 (1H, dd, ^=8, 2 Hz),7.23 (1H, 
s), 7.47 (1H, d, ^8 Hz),7.94 (1H, d, 
^8 Hz),8.03 (lH, d, ^8 Hz),8.18 (1H, 
s\ 8.29 (1H, s) 
MSCESD m/z- 495 ([M+H] + ) 



[0325] [H»!ll4] 
[0326] Mb47] 



NC 

F 3 C 



s 

35 



On 



NC 

F 3 C 



N 

S 



HOOC 



6 



NC 
F 3 C 



s 

35 



[0327] (20mg) ^^f;V*/VAT^K(lmL) fcigtffcU 0*0^X^-^46 (O. 0 

066mL), 1-tKn^-v/^^hyry— /H*fpi^(9. 3mg)*5«ttKl-^/V'-3 
- (3-v ? ^7kT^y^ntVk)*/^v ? ^Kik^^(ll. 7mg)Sr*PXL, 0 o C^T10 
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h^97-f— (vy^y/K^v— k mmMM;?w*^:*?;—^= ioo:i) -e*t 

i8j«Kte#«»35)4. 6mg(lDt^l9%)^#fc 0 

[0328] 1 H-NMR(270MHz, CDC1 ) 6 :0. 99(6H, d, J=6. 4Hz), 1. 63(6H, s) 1 

s 

. 80-1. 95(2H, m), 2. 07-2. 28(3H, m), 2. 50-2. 85(3H, m) , 3. 03 
-3. 15(1H, m), 3. 99-4. 25(2H, m) , 4. 80-4. 93(1H, m), 7. 71(lH, 
split d, J = 8. 3Hz), 7. 83 (1H, split s), 7. 95 (1H, d, J = 8. 3Hz) Q 

[0329] MS (ESI) m/z :481.0([M + H] + ) o 
[»0!)15] 

[0330] Mb48] 

O | 
13 

[0331] §13) 
[0332] Mb49] 

N^NH 2 Rr Na 2 C0 3 Et0 2 C H . N 

8 9 10 

[0333] ^*#H^T, it&ms (28. lg) , >fb£^9 (76mL) ^i^^hy^A (54g) 
©N, N-^^/VTi-hT5K(200mL)M^M^120r^l7B#^MMitbfc 

o m^xmm^xmm^/^M^ ^m^xmj±rmm^mmvtc 0 tsbiz. 
, ^MK.xmm^^xmmv, m^m.^^^y^^xm^tz. 0 m&Txm 
mvxnbthtc.^m&^vx^%7^?v^h7774— mm^/^ n-^^ 

= l:l~l:0)^V>T^tMU nmk&m(it&mi0)47. 5g(MS100%)£# 

/Co 
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[0334] X H — NMR(DMSO — d ) 5 :7. 30 (1H, d), 7. 26 (1H, s), 6. 81 (1H, d), 6 

6 

. 47(1H, q), 5. 22(2H, s), 4. 20-4. 08(2H, m) , 1. 59(6H, s) , 1. 28-1 
. 21 (3H, m) 0 
(|g2X@) 
[0335] Mb50] 

_N^NHAc 

- Et0 2 C^-0 S 
11 



N^NH 2 

Et0 2 C^-0 S 
10 



[0336] lifHMT, ^-^#510(45. 7g) *$J;U^ 0 y vV(27g) £r>^tm7^(438mL 
)fcigft?U -10°C^M^T.^bTir^/K20. O g )^^o<«9^Px.-C0 0 C-Cl 

f&&s^As^~ ; ?Mzxwfe&L>x @ mt&m ut&mi d 37 g (iW68%) 

[0337] 'H-NMR(DMSO-d) 5 :12. 12 (1H, s), 7. 56 (1H, d) , 6. 65 (1H, d) , 6 

6 

. 59(1H, q), 6. 05(1H, s) , 4. 16(2H, q), 2. 16(3H, s), 1. 47(6H, s), 1. 
19 (3H, t) 0 
(H3X@) 
[0338] [>fb51] 




[0339] iifHMT^ ^£^11(29. 97gMl^^l2(27. 66g) *3 £&*?*<f-/V7$J 
t°yv?^(17. 09g)^h/^^(341mL)«^bl00 c C-C12R#r»f^MUfc o ^ 
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v >ts^Lt g m\^m (4\:&mi3) 32. 74 g 0^70%) £#/-c Q 

[0340] 1 H-NMR(DMSO-d ) 5 :12. 48 (1H, s) , 8. 39 (1H, d) , 8. 31 (1H, d) , 8 

6 

. 16-8. 06(2H, m), 7. 30(1H, q) , 2. 23(3H, s) , 1. 60(6H, s) 0 

[0341] mMmi5bmmttmz£v&T<Dfc&m&&mvtc 0 

[0342] D^5] 







7*~? 


1 6 


Cl S U S >-NHAC 


MS(ESD /n/fc: 469.9(DVI+H] + ) 
RT: 5.60min 


1 7 


O . 

MeO S U^^>-NHAc 


MS(ESI) m/z- 465.9([M+H] + ) 
RT: 5.27min 



[0343] [^»!|18] 
[0344] [>fb52] 



H 

N ,N^NH 2 



iF 3 15 



[0345] (filXfi) 
[0346] Mb53] 




[0347] ^-£^13(38. 85g) £v ? ^1^(777mL) (d§ft?U cone. HC1(233. lmL) 
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m4k^hvv&7km&&MzLXpH&iotemffiisX, mm^McxmmvxMAm. 

/te—TA'&m^Xm&&VXBmk^Ub&fol4)29. 29gOW82%)£# 

it, 

[0348] 'H-NMR(DMSO-d) 8 :8. 39(1H, d), 8. 31 (1H, d) , 8. 10(1H, q), 7 

6 

. 81 (1H, d), 7. 68(2H, s) , 7. 30(1H, d), 6. 99(1H, q) , 1. 53 (6H, s)„ 
[0349] MS(ESI)m/z:462. 1([M + H] + ) G 

(Jg2I@) 
[0350] Mb54] 

1) CI3CCONCO 



N 




14 




[0351] ^3fc#ffl^tT* ik&tfolA (29. 26g) ^Tirh— MJ/V (308mL) iM^i/ (920m 
UC^IWL^Otl^iLt, hy^nnTir^/WyVT*— M15. 74 

mD srin^, ^?at?3o^raj»^L^o «ff r-eilliur, ai o (977 g ) ts^ift^ 

2 3 

x^y—/v4Lxm^u UBTxmm^^xnbntc^m^yv^^y^ 

^1^97-f-(SH!»i, g^gfe^/vm-^^, l:3—l:0)SrfflV^T»SSI 

. 73g(l&^77%)£#fc 0 
[0352] 1 H-NMR(DMSO-d ) 8 : 10. 87 (1H, s) , 8. 40(1H, d) , 8. 32(1H, s) , 8 

6 

. 12-8. 03(2H, m), 7. 62(1H, d) , 7. 19(1H, q), 6. 73(2H, brs) , 1. 55 ( 
6H, s)„ 

[0353] MS(ESI)m/z:505. 1([M + H] + ) C 
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[0354] mmmistmwji^mKx^ &T<D4k^tt&ut> 

[0355] [^6] 









1 9 




MS(ESI) m/z- 467.0 <[M+Hj + ) 
RT: 4.75min 


2 0 


01 s 'UL.^-Jhh 


MS(ESI) m/6 471.0 ([M+H] + ) 
RT: 5.15min 



[0356] [^»!|21] 
[0357] [>fb55] 



NC-^^-N^f" CI 
F 3 C O l^L^N^ 
41 H 



[0358] W*J^-C*>^fb#'»42f4, H»j22^1~5X@*5j;^Jfe^[|23^1~2X^ 
[0359] Mk56] 

f 3 c o HJL 



NH 2 
42 



[0360] Rffji (v^v^V^V— K Jgf?fl^;— ^rf-^:^^/V=2:l) :0. 22 Q 
[0361] 1 H-NMR(400MHz, CDC1 ) 5 :1. 54 (6H, s), 4. 27 (2H, br) , 6. 83 (1H 

3 

, d, J = 8. 4Hz), 6. 99(1H, dd, J = 2. 2, 8. 4Hz), 7. 19(1H, d, J = 2. 2Hz) 
, 7. 94(1H, d, J = 8. 4Hz), 8. 04(1H, d, J = 8. 4Hz) , 8. 19(1H, s) c 

[0362] [>fb57] 
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Q 



F 3 C O llJL F 3 C O Ul^Br 

42 43 H 



[0363] f fr£*>42 (400mg) ^nn^y (5mL) lEjgftlU ^OT^TO^T^ti 
^Tir^-7V^n$K(0. 123mL)^oJ:t»IJ^/VT5^(0. 198mL)^Px., ^Mfc 

yiy^mytf^yj- mmmm, ^^>~^h^ : g»^/v= i : d 

U @ (lbl^343)456mg (W88%) £#fc Q 
[0364] RffiK^y^^VV^V— K mm?&%£;^ ^^-Mm^^^-.l) :0. 24 0 
[0365] X H NMR (400MHz, CDC1 ) 8 :1. 59 (6H, s), 4. 12 (2H, s) , 7. 27 (1H, 

3 

dd, J=l. 8, 8. 8Hz), 7. 41 (1H, d, J=l. 8Hz), 7. 95(1H, d, J = 8. 4Hz), 
8. 03(1H, d, J = 8. 4Hz), 8. 17(1H, s) , 8. 54(1H, d, J = 8. 8Hz), 8. 90(1 
H, s) 0 
(H2X@) 
[0366] Mb58] 

o . r^N' Boc q 



F 3 C O 1 UL N Ji^Br F 3 CT O IJX^nJ? 



[0367] lb^43(150mg)^^np^^(3mL) (c?g#PU 0°Ci-Tl- (t-^Hfiofc 
/V^/V)t°^^(l54mg)*5j;I^>y^/VT^^(0. 115mL)^Px. N 

3) X-mmU B (4t&m44) 166mg 0&4S93%) £#fc„ 
[0368] RffiK^y^^VV^V— K JglflM£;— ^f">-:^^^/V=l:l) :0. 28 0 
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[0369] 'H-NMR (400MHz, CDC1 ) 8 :1. 48 (9H, s), 1. 58 (6H, s), 2. 63 (4H, 

3 

br), 3. 24(2H, s), 3. 55 (4H, br) , 7. 23 (1H, dd, J = 2. 2, 8. 8Hz), 7. 38 ( 
1H, d, J=2. 2Hz), 7. 95(1H, d, J=8. 4Hz), 8. 03(1H, d, J=8. 1Hz), 8. 
17(1H, s), 8. 65(1H, d, J = 8. 8Hz) , 10. 07(1H, s) Q 
(H3I@) 
[0370] Mb59] 

O. Oi 
NC-^f^-N^ CI _ Bof . NC-0~N u CI 

F 3 C O l^ N A_N^J F 3 C O UL N ^N^J 

44 H 41 H 

[0371] it^-mAA (166mg) ^nn^y (3mL) lCi§«|U MJ^/Wtf-nfflslft (3mL) 

S»»i;^n*/^:^/- /V:1%T^^T* = 10:1:0. @ 
W» Wb-a*41) 32mg^#fc 0 

[0372] RffiK^-y^^V^l K MW^ift^nn^/VA:^/— /V: l%T>' ; e^T7K = 

10:1:0. 1) :0. 31 c 

[0373] 'H-NMR (400MHz, CDC1 ) 6:1. 58 (6H, s), 2. 63 (4H, br) , 2. 96-3. 

3 

04 (4H, m), 3. 20 (2H, s), 7. 24 (1H, dd, J=l. 8, 8. 8Hz), 7. 37 (1H, d, J 

= 1. 8Hz), 7. 95(1H, d, J = 8. 4Hz), 8. 02(1H, d, J = 8. 4Hz), 8. 18(1H 

, s), 8. 66(1H, d, J = 8. 8Hz), 10. 19(1H, s) G 
[0374] MS (ESI) m/z:549. 20([M + H] + ) o 

E^»!l22] 
[0375] Mb60] 
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f 3 c s TTT 

31 C ' 



[0376] (Illg) 
[0377] [>fk61] 



0 2 N^,NH 2 BoC2 q 0 2 Ny=YN(Boc>2 
24 25 



[0378] (34. 5g) SriWM^ (400mL) ^fifU v> - 1 - ^/WJX — aft^ 

— h(109g)*DiU?v ? ^/VT5yt°y> ? ^(4. 9g)<£rjbll£, 45#B0iD!IS»*Ut, Sfe 

(it&m25) 54. 2g (W73%) &#fc 0 
[0379] 'H-NMROOOMHz, CDC1 ) 8 :1. 42(18H, s), 7. 62(1H, d, J = 8. 5Hz) 

3 

, 8. 12-8. 18(2H, m) 0 
(fg2I@) 
[0380] [>fb62] 

Q 2 Ny^N(Boc) 2 NaQH 0 2 N^.NHBoc 
25 26 

[0381] lb-^25(54. 2g)^^tKd^ 7 ^^(240mL)*3j:tJ ? ^/— /K480mL)£>$g 

TkmtrrbvvMs. 82 g )^px., ^m^tir#p^#uc 0 BtJS 

#V\ g^0fb##>26)54. 2g(W75%)^#7t 0 
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[0382] 1 H-NMR(300MHz, CDC1 ) 8 :1. 55(9H, s), 7. 12(1H, brs), 7. 49(1H 

3 

, d, J = 8. 8Hz), 7. 82(1H, dd, J = 2. 7, 8. 8Hz) , 9. 12(1H, d, J = 2. 7Hz) 

o 

(&3I@) 
[0383] Mb63] 



0 2 N^yNH8oc SnC , 2 H 2 N^_ NHBoc 

26 27 



[0384] fb-^26(29. 6g)5r^/— ^(llOOmL) fcig#U ifrfb*X(II) (103g)^P 

m8t^Mzxm&uto TkM&mwt^Mcxmmu mmM&mwkm.7kKx 

wW*7~7j— : mm^/^= 2:1) tWSlL, S #W> Ut&®27) 2 1 

. 7g(W82%)r#t Q 

[0385] 'H-NMROOOMHz, CDC1 ) 6 :1. 52(9H, s), 2. 60-3. 60(2H, br) , 6. 

s 

28 (1H, dd, J = 2. 7, 8. 5Hz), 6. 95 (1H, brs), 7. 06 (1H, d, J = 8. 5Hz), 7 
. 59(1H, d, J = 2. 7Hz) 0 
(I4I@) 
[0386] Mb64] 

H 2 N^.NHBoc EtOOC Br EtOOC^L 

UL C| 12 „ HN^NHBoc 

27 28 ^ Cl 

[0387] ffr£fc>27(21. 7g)Sr^/— /Kl5mL) fcigflIU ^^hy^A(28g)*5j;Wb 



^ v^W^^P^Hr^f— (^1^:g»^VV=9:l~7:3) fc«fc9 
*f g Ify® tfb^»28) 10. Og (W31%) &mfc 0 
[0388] 'H-NMR(300MHz, CDC1 ) 6 :1. 21 (3H, t, J = 7. 1Hz), 1. 51 (9H, s), 

3 
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1. 54(6H, s), 4. 17(2H, q, J=7. 1Hz), 6. 14(1H, dd, J = 2. 7, 8. 8Hz) , 
6. 91 (1H, brs), 7. 04(1H, d, J = 8. 8Hz), 7. 53(1H, d, J = 2. 7Hz) Q 
(^5I@) 
[0389] Mfc65] 

/ nc^TVncs ^ O 

HN_^,NHBoc F 3C 4 NU y=/ V N V^V NHBoc 

28 Cl 29 

[0390] >ffc^28(10. Og)Srl, 2-v J ^nn^>'(l50mL) fc?g$?U fc&Vo4(6. 4g) 

*5i^^/vT3:yt o y^>(5. 3ig)^px., ioor^Ti5B#r^ll#ut 0 

774—(^-y->:Bm^/l' = 9:l)lZ.£V)mMU §1^(^-^329)5. 84g(J[X 
[0391] 'H-NMR(300MHz, CDC1 ) 8 :1. 52(9H, s), 1. 61(6H, s) , 6. 91(1H, 

3 

dd, J = 2. 5, 8. 5Hz), 7. 01 (1H, brs), 7. 48 (1H, d, J = 8. 5Hz) , 7. 81 (1H 
, dd, J = 2. 5, 8. 2Hz), 7. 94-7. 98 (2H, m), 8. 25 (1H, d, J = 2. 5Hz) c 
(ff|6X@) 
[0392] Mb66] 

c- o 

NC ^ N X^NHBoc . NC^N^ 2 

FsC 8 XJ^ F3 C S X-Xc, 

29 30 

[0393] {b-o-^29 (5. 84g^v ? ^nn^^^ (50mL) fcjg^U 0°C t^T JV^npg&k (2 
5mL)«rl5^^tT»TUfctl, ^KT30#|iflj£#Ufco K^KSfcSfc^vV 

~74— (,^^-M$k^/V=A:l)\Z.X.Y)^U^ aW4fijWb^»30)4. 68g(Ifr 
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^99%)&T#fc 0 

[0394] 'H-NMR(300MHz, CDC1 ) 6:1. 58 (6H, s), 6. 61 (1H, dd, J = 2. 2, 8. 

3 

2Hz), 6. 67(1H, d, J = 2. 2Hz), 7. 39(1H, d, J = 8. 2Hz), 7. 81 (1H, dd, J 
= 2. 2, 8. 2Hz), 7. 93-7. 98(2H, m) 0 
(H7Xa) 
[0395] Mb67] 

O 

F 3 C S l^ci ^ $ XX, 

30 31 C ' 

[0396] 4h&%030(2. 5g)^nn^y (60mL) i^^L, 0 o C^-Cfc°yvV(l. 4mL) 
*5«J:t*lfrfbT*fe^vK0. 81mL) ^STL, 10#F 3 1^#Lfc o *^Px., jfcJiSrS^n 
nj^VfcTfflttiUt, #»a^lO%^^7fc^*3«fct^ia?P^lfe7fc^Tgfe^L 

[0397] Rffjt K SMii;^t>':S^^=2: 1) :0. 1 

1 H-NMR(270MHz, CDC1 ) 6:1. 62 (6H, s), 2. 28 (3H, s) , 7. 02 (1H, 

3 

dd, J=2. 5, 8. 5Hz), 7. 54(1H, d, J = 8. 5Hz), 7. 71 (1H, brs) , 7. 83 (1H 
, dd, J = l. 9, 8. 3Hz), 7. 96-8. 00(2H, m), 8. 49 (1H, d, J=l. 9Hz) c 

[0398] MS(ESI")m/z:479([M-H]") 0 
[3?lfi#l23] 

[0399] [>fb68] 



NC-^^N rN NH I 

f 3 c o IX 



"CI 
34 
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[0400] HH) 
[0401] Mb69] 



Q / Na| °4 _ 9 / 



F 3 C' XJC C| CCI 4 -H 2 0-CH 3 CN ^cT O TQ^ 

29 32 



[0402] fc&®29 (3. 3g) *Wmk&M (60mL) *5 £ tFTir V^VV/V (60mL) <D^^ 

#^?§a?u *(i20mDtt^ o^zxmwu^i^h^^Bpmmrrv^M^. 

2g)*5j;^^b/V^^^n7K^P^(63. 5mg)^P^, O°Cf3lT10#F H l455)-ffiit# 

^su%7j±?u^h777j- mmmm. ^nn« ^xvmmu s (i^#5 

32)2. 76g0R#86%)£#7c o 
[0403] Rffe(^y#^/K7V— K Jgi^ji^^fy^nn^/VA^l:^ 30MIM) :0. 
38 0 

[0404] 1 H-NMR(400MHz, CDC1 ) 5 :1. 53 (9H, s), 1. 61 (6H, s) , 6. 92 (1H, 

dd, J = 2. 6, 8. 4Hz), 7. 10(1H, s) , 7. 45 (1H, d, J = 8. 4Hz) , 7. 95 (1H, d 
, J = 8. 8Hz), 8. 03 (1H, d, J = 8. 1Hz), 8. 18 (1H, s) , 8. 28 (1H, split s) 

o 

(fg2I@) 
[0405] Mb70] 

NCH OHX^NHBoc 
F 3 C O 11 



O 

TFA nc-^^-n^ NH 

ch 2 ci 2 FgC ^ g iQC c| 2 

33 



[0406] mMm22%^TMhnWi:BJ^\z-xy), ^^32(2. 76 g ) w g ^(^^33 

) 1 . 87g (^84%) £#fc 0 
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[0407] 'H-NMR (400MHz, CDC1 ) 8 :4. 22(2H, s), 6. 61 (1H, dd, J = 2. 2, 8. 

3 

4Hz), 6. 69(1H, d, J = 2, 2Hz), 7. 35(1H, d, J = 8. 4Hz), 7. 94(1H, d, J 

= 8. 4Hz), 8. 03(1H, d, J = 8. 4Hz), 8. 18(1H, s) c 
[0408] MS(ESI)m/z:423. 1([M + H] + ) G 

(H3Xa) 
[0409] Mb71] 



[0410] 1^4^33 (40mg)^^1^(lmL)i^fi?U hy^^V(20mg)^Px.305> 

-ry^ntWT/^— /KO. 2mL) *Mx.fc 0 KJ£«0°C{^£PU 
HJrn^/VT^O. 086mL)^P^, ^MiC-C2B#P t g^#bfc 0 fi^n^7k*^I-y 

^^^-(v-y^/VTV-h M^gK;^1^:^^/V=2:l)Ti*$g 
U a 40. 5mg (1^83%) £#fc Q 

[0411] Rfm&VJJ^/^l k M^«;^1^:|»^M-=2:1, 2 HIM IB) :0. 

41 0 

[0412] 'H-NMR (400MHz, CDC1 ) 6:1. 33 (6H, d, J=6. 2Hz) , 1. 61 (6H, s) , 

3 

5. 00-5. 06(1H, m), 6. 96(1H, dd, J = 2. 2, 8. 4Hz), 7. 18(1H, s), 7. 4 
6(1H, d, J = 8. 4Hz), 7. 95(1H, d, J = 8. 4Hz), 8. 04(1H, dd, J=l. 8, 8. 
4Hz), 8. 18 (1H, s), 8. 30 (1H, split s) 0 
[0413] MS (ESI) m/ z:509. 1([M + H] + ) Q 

[0414] mmm23kmmttmK£*)MT<Dfc&wz&i$uiio 

[0415] [^7-1] 



33 



NH 2 
CI 
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2 4 




1 H-NMR(400MHz,CDCl 3 ) S ■ 
1.35(3H, t), 1.60(6H, s), 3.96(3H, 
s), 4.26(2H, q), 7.00(lH, dd), 
7.22-7.3l(3H, m), 746(lH, d), 
7.65(1H, d), 8.29(1H, s). 

xvi* o. y / ILL in. 


2 5 




MS(ESI) m/z- 471.0 (|M+H] + ) 
RT: 6.47min 


2 6 




MS(ESI) m/z- 471.0 ([M+H]*) 
RT: 6.50min 


2 7 


_/=v_ U 

F F ^-Cl 0 


MSOESI) m/z- 547.1 (LM+Na] + ) 
RT: 5.70min 


2 8 


F F ^-^Cl 0 


MS(ESI) m/z: 538.2 (|M+H]+) 
RT: 4.70min 


2 9 




MS(ESI) m/z: 593.3 (LM+H]+) 
RT: 4.45min 


3 0 




MSCESI) m/z'- 427.1 (LM+H]+) 
RT 5.12min 


O 1 




TV/ra/'uicT^ szf\A o fTA/i-i-tri-iA 
M&UliD.U m/z- (WL+tir) 

RT: 4.40min 


3 2 




MS(ESI) m/z- 552.2 (DV1+H] + ) 
RT: 4.79min 


3 3 


F 3 C O I^L C1 


MS(ESI) m/z- 561.1 ([M+Na] + ) 
RT: 5.82min 



[0416] [^7-2] 
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3 4 



°r°^NHBoc 
NH 



F,C 



MS(ESI) /n/^: 632.0 ([M+NaH 
RT: 6.80min 



[0417] mmm23m3Jintmm^mK^, ^m^bsir^t^^mvito 

[0418] [^8] 









3 5 




MSCESI) 511.2 ([M+H] + ) 
RT: 4.29min 


3 6 




MS(ESI) m/z- 512.2 ((M+H] + ) 
RT: 4.49min 



[0419] [H»!l37] 
[0420] Dfb72] 



F 3 C 



N 



:rN OC 



cyo. 

NH 
CI 



[0421] mkW22%*XMhnW&te\^EQ, ^«HbfH£»34(65. lmg) i«9 

6. 3mg(lR^48%)Sr#fCo 
[0422] MS (ESI) m/z: 532. l([M + Na] + ) Q 
[0423] RT:4. 575>o 
[0424] [Hift#!l38] 
[0425] Mfc73] 
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F 3 C S l^NN 
45 g 



[0426] \Y&m§ (50. Omg) £T1?h^MJ/V (lmL) KWM^ ^JVWsT^—Y (0. 01 

«&(>ffr£*&45)50. 9mg(lR^86%)^#fc 0 
[0427] MS(ESI)m/z:468. l([M + H] + ) 0 
[0428] RT:5. 275>o 

[0429] H»!j38i^#^^&^J;«9, £AT©te^«r^ifcUfco 
[0430] [^9] 









3 9 


0 


MS(ESI) m/^: 482.0 (lM+H] + ) 
RT: 5.57min 


4 0 


CI S f J 

0 


MS(ESI) w/z- 434.0 ([M+H] + ) 
RT: 4.94min 


4 1 


CI s / 1 

0 


MS(ESI) m/z. 448.1 (DVM-H] + ) 
RT: 5.27min 



[0431] [Hife^!|42] 
[0432] Mfc74] 



O i 

F 3 C S e L^nh 
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[0433] ^nn7M=;Wy^-b(0. 0326mL) ^^nn^^y ( lmL) 0 
°C\Z.Xt-'7$J— /V(0. 0346mL)*5j:t»y^/l-T5^(0. 105mL) £r#Px., 20 

ftmnw\s± 0 ft^6(ioom g )^nn^y(imL) \z&mutm&& 

. ^yiy^y^vi^h^9^—KXmMU ^1^47(94. Omg. lR^65%)^ 
[0434] ^#347 (51. Omg) ^^/V*/V^T^K^fi?U ^^y^&J^a'?^ 

^mm^maikM^xm^u m^mm^^>w^xnmu zmu mm 
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mmu yy^y^y^^b^yy^—Kxmmu ^^48(42. 3m g , 

9%)£#fc 0 ^1^348(42. 3mg)^v ; ^^n^^(lmL)^?§^U VVy^^m 

y7A— (v4J#y/K7V— k mrnmm ; ^nn^y:^y-;v= 10 : DtmmL 
, §6^3(^^49)30. 8mg^#yt(W87%) 0 
[0435] 1 H-NMR(270MHz, CDC1 ) 6 :1. 23(3H, t, J = 7. 3Hz) , 1. 65(6H, s), 

3 

1. 88-1. 97(2H, m), 2. 79-2. 95(3H, m), 3. 11-3. 21 (2H, m), 3. 83 
-4. 03(3H, m), 4. 06-4. 25(1H, m) , 7. 72(1H, split d, J = 8. 2Hz), 7 
. 84 (1H, split s), 7. 95 (1H, d, J = 8. 2Hz) c 
[0436] RT:5. 97ft a 

[0437] Ut75] 




[0438] \Y&mAl (40. Omg) ^h^tK^^V (2mL) IC*#U SifBtT, 0°C \C 
XbV7x.~/V^7^(27. 2mg),^^^)50(0. 0105mL) ^oitFv^^/VT:/ 
S^frA^^l — h(0. 0472mL)^Px.. |^iE#U/c 0 j34j£?fezk^nx.^Pt^ 
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(31. 2mg)r#/c„ i|l^PP^^y(lmL)ML, H^/V^g^O. 5mL 

)«rin^ m^xmmmwvtco Bo&Wi&M&Mmu o°ci-xmQ^m^m^- 
v*s?/v7>u—k mmmm;^^^>:^y-^=io:i)izxmmu @^( 

it^mS2)7. 0mg£#fc(«18%) o 
[0439] MS(ESI)m/z:547. 1([M + H] + ) G 
[0440] RT:4. 555> G 

[0441] Mk76] 

O 



NC ^> N ^V 



F 3 C S On^O- 



98 o 



[0442] (III® 
[0443] Mb77] 



F 3 C s Ln^ob f 3 c s \J m 

5 O 99 



HCI 



[0444] ^fb^5(6. 9g)^^-dr-^->'(l50niL)^^b,M^(l50mL)^Px.l00 
°C^r^^#Lfc 0 KJ&^^^-llrCMU 5N NaOH^JPxJ&pHlO^L 

^IL, g6^({k^99)5. 8g(l«91%)£#fc 0 
[0445] 1 H-NMR(400MHz, DMSO-d ) 5:1. 58 (6H, s), 1. 83-1. 86 (2H, br 

6 
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[0446] 
[0447] 

[0448] 



[0449] 

[0450] 
[0451] 



m), 3. 03-3. 13 (4H, m), 3. 36-3. 39(2H, br m) , 3. 47-3. 49 (1H, 
m), 3. 65-3. 73(1H, m), 4. 16-4. 19(1H, br m) , 7. 99 (1H, dd, J = 8. 
1, 1. 5Hz), 8. 21 (1H, d, J=l. 5Hz), 8. 36 (1H, d, J = 8. 1Hz), 

MS(ESI)m/z:397. 1([M + H] + ) G 
(H2Xa) 
Wb78] 



fb^99(100m g )^v ? ^i^^(4mL) S*#fflMT, 0°C^Thy 

^^V(48mg)^Px. > '^mz.X30^mmWVtCo B^Bft2-tKn^v^/V^ 
7vK72mg) N MJ^/KT^ (140mg) 48 £^vW/VT$/t°y v 5 ^ (28mg) £r#P 
x., 30#[!§jf#Lfc o KJS^^^JPx., ^OBiiyl'AlfCiWLfc, 
&Mfcfc^hy*A*ig$Ju IN HCl&ilJWP^ifixk^T^U Sfcj&U D§SH 
^LfCo #fe^fcasaESr^h9fcKn79>'(2niL)lJ:j§#b, IN NaOH(2mL)^ 

^ ^nD*/l/A:^/- /V=20:l)TifMU @ ^({b^98)67mg(W60 

%)£#7t 0 

1 H-NMR(400MHz, CDC1 ) 8 :1. 64(6H, s), 1. 86(2H, d, J=ll. 4Hz) 

3 

, 2. 41 (1H, t, J = 5. 9Hz), 2. 74-2. 87(3H, br m) , 3. 86(2H, dd, J = 4. 
6, 2. 3Hz), 4. 21-4. 33(5H, m) , 7. 73 (1H, d, J=8. 3Hz) , 7. 84(1H, s) 
, 7. 96(1H, d, J = 8. 3Hz) 0 
MS(ESI)m/z:585. 0([M + H] + ) o 

Wb79] 
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NC4 /)-N 



oh 

100 o 



[0452] (Illg) 
[0453] Mb80] 



F sC S l^ NH F 3 C S I^jm o^^O 

99 101 o 



[0454] (150mg) Sr»^^(6mL) ^*#ffl^T, 0°C^Thy 

^^V(72mg)^Px.. ^?a^-C30^rajf#LfCo 2, 2-vW/V-l, 3-v^ 
^V^ls-A-^JV^J— 7K231mg), hy^/VT^(212mg):feJ;^vW/VT 
5/t°y^(43mg)^Px., 30£fE91f#Uto M«(-*^PX., ^nn*MCt 

•y->:Bm^^= 1:0-1:3) ^TWMU g #J4*J (^^101) 52mg (t*27% 

[0455] Rfft(^y^^/V^— M^W;^=¥-y-^:^^/V=l :3) :0. 33 Q 
[0456] 'H-NMR(400MHz, CDC1 ) 6:1. 37 (3H, s), 1. 44 (3H, s), 1. 64 (6H, s 

3 

), 1. 85(2H, d, J = 9. 5Hz), 2. 73-2. 85(4H, m), 3. 78(1H, t, J = 7. 1H 
z), 4. 07-4. 20 (4H, m) , 4. 34-4. 35 (3H, m), 7. 73 (1H, d, J = 8. 3Hz) 
, 7. 84(1H, s), 7. 95(1H, d,J = 8. 3Hz) c 
[0457] MS(ESI— )m/z:613. 2 ([M+AcONH ]") 

4 

(02X@) 
[0458] Mb81] 
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o o 

F 3C S Lm O^O F 3 C S Uj n^OH 

101 o 100 o 



[0459] ^^^101(52mg)^h9tKn^^(2. 5mL){^#U 6N HC1(2. 5mL) 

% SUS^tr-rh^^— (SPSjgRK, ^Cin*/^ :^y—^= 15:1) T?«54U 
«5 Ofb^lOO) 32mg(M66%) 3r#fc 0 

Rf{C(^y#^vK7V— K SPB^K;^nn^A:^y— /V=15:l) :0. 41 D 
[0460] 'H-NMR (400MHz, CDC1 ) 8 :1. 64(6H, s), 1. 86(2H, d, J = 9. 5Hz) , 

3 

2. 32(1H, s), 2. 81-2. 95(5H, br m), 3. 59-3. 71 (2H, m) , 3. 91-3. 

92 (1H, m), 4. 18-4. 32(5H, br m), 7. 72(1H, d, J = 8. 3Hz), 7. 84(1 

H, s), 7. 96 (1H, d, J = 8. 3Hz) Q 
[0461] MS (ESI) m./ z:515. l([M + H] + )o 

[^66^146] 
[0462] [>fb82] 




[0463] (fllg) 
[0464] Mb83] 




NHBoc F ^ NH 2 TFA 
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[0465] ft&ytl29 (277mg) ^nn^y(lmL) fc88!?U hV (0. 5mL) 
[0466] 1 H-NMR(400MHz, CDC1 ) 6:1. 59 (6H, s), 6. 61 (1H, d, J = 8. 4Hz), 

3 

6. 68(lH, s), 7. 40(1H, d, J = 8. 4Hz), 7. 83(lH, d, J = 8. 3Hz), 7. 95(1 

H, s), 7. 98(1H, d, J = 8. 3Hz) c 
[0467] MS(ESI)m/z:439. 1([M + H] + ) G 

(fg2I@) 
[0468] Mb84] 



[0469] ^'^^103(97mg)^v ? ^-^^(0. 23mL) OttCThy^v^V (80 

^:x^/Kr*^yV(0. 15mL), hV^/lsT^iO. 08mL) Sr^JPx., 0°C{^T10^ 

£ifiU SffllLfco #e>tl^M^h^t:Kn^9^(lmL) fc*§A?U IN NaO 
H(2mL)&jbHj£, 0°C~^fi^-ClH#^^Lfc o H^(-^^Px.pH^4i: 

f;^l:0~2:3)|:tSlU g 6^3 Ofbl^ll02) 61. 2mg (JR*62%) £r#fc„ 
[0470] Rfft^y^^vV^V— K M^«;^r1^:g»^vV=l:l) :0. 31 0 

MS (ESI) m./ z : 527. 0([M + H] + ) o 
[0471] 1 H-NMR(300MHz, CDC1 ) 8 :1. 62(6H, s), 3. 90-3. 92(2H, m), 4. 



N 



CI 



N 




OH 
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[0472] 

[0473] 
[0474] 

[0475] 

[0476] 
[0477] 



33-4. 36(2H, m), 6. 97(1H, dd, J=8. 5, 2. 5Hz), 7. 34(1H, s) , 7. 52( 
1H, d, J = 8. 5Hz), 7. 82(1H, dd, J = 8. 3, 2. OHz) , 7. 94(1H, d,J=2. 0 
Hz), 7. 97(1H, d, J = 8. 3Hz), 8. 23(1H, d,J = 2. 5Hz) 0 

Mb85] 



Wl^m^-e^b^l05«, ^JS^J2201~5X@*dJ:^JE^|46^1X©^ 
Wb86] 



1 H-NMR(400MHz, CDC1 ) 6:1. 57 (6H, s), 6. 61 (1H, d, J = 8. 1Hz) , 

3 

6. 68(1H, s), 7. 40(1H, d, J = 8. 4Hz), 7. 51(1H, d, J = 8. 4Hz), 7. 67(1 
H, s), 7. 81 (1H, d, J = 8. 1Hz), 

MS(ESI)m/z:405. l([M + H] + )o 
Mb87] 







CI HN-^- 
104 ,0 



0- N Y N -0-c, 



OH 



WO 2006/028226 116 PCT/JP2005/016664 

[0478] ^-^^105(90mg)^v ? ^i^^(0. 16mL) {dK$B&i3\ hV^A'TSXO. 02 

(0. 2mL)^Px., ^U^T20#^it#LfCo *:fcJ;t^ft^I^^hy?A;!kjg 

~2 : 3) &>£XfMm?v^h?77^~- mmMWi, ^nn*M : /V= 35 : 1) K 
XmmU §6^(^1^104)41. 4mg(W54%)^#fc 0 
[0479] 1 H-NMR(400MHz, CDC1 ) 8 :1. 58 (6H, s), 2. 07 (1H, s) , 3. 92 (2H, s 

3 

), 4. 35(2H, s), 6. 98 (1H, d, J = 8. 4Hz), 7. 36 (1H, s) , 7. 51-7. 53(2 
H, m), 7. 68(1H, s), 7. 81(1H, d, J = 8. 4Hz), 8. 24(1H, s) c 

[0480] MS(ESI)m/z:493. 0([M + H] + ) o 
[H»!l48] 

[0481] Mb88] 




[0482] *fc&von. nMM47bmmt£j>mK£V)-&misti 0 

[0483] 'H-NMR (400MHz, CDC1 ) 8 :1. 60(6H, s), 1. 97(1H, t, J = 5. 5Hz), 

3 

3. 92-3. 93(2H, m) , 3. 98(3H, s), 4. 35(2H, t, J = 3. 8Hz), 6. 99(lH, 

d, J = 7. 7Hz), 7. 08-7. 10 (2H, m) , 7. 35(1H, s), 7. 53(1H, d, J = 8. 4 

Hz), 7. 70(1H, d, J = 7. 7Hz), 8. 25(1H, s) 0 
[0484] MS(ESI)m/z:489. 1([M + H] + ) G 

[^»!|49] 
[0485] Mb89] 
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F 3 C 10 . NH 2 f 3 C HN^ U 0 h 

103 TFA 107 O^A^OH 



[0486] mJ&M45kmW£&miZ£Q. 4k&mi03(139mg)£9BffymUk&mi07)103 

. 4mg(W70%)£#fc o 
[0487] m\%{*sVJj>f;V^— K JSMffi^;gjsg|^/V):0. 52 Q 
[0488] MS(ESI)m/z:557. 1([M + H] + ) G 

[HW!l50] 
[0489] ML90] 

rv N v N -/\ _ rv N v N /l 

CI „„- NH 2 C |' HN~f OH 

105 TFA 108 O^A^OH 

[0490] mm^mtmm^mKx^o^ ^-a^ioscioomg) xv a wb-a^»ios)47. 

3mg(lR*47%)^#fc. 
[0491] 'H-NMR(300MHz, CDC1 ) 6:1. 59 (6H, s), 2. 09 (1H, brs) , 2. 63 (1H 

3 

, d, J=5. 2Hz), 3. 60-3. 80(2H, m), 3. 95-4. 05(1H, m) , 4. 24-4. 3 
6(2H, m), 6. 97(1H, dd, J = 8. 3, 2. 2Hz), 7. 34(1H, s), 7. 48-7. 52(2 
H, m), 7. 67(1H, d, J=3. 4Hz), 7. 80(1H, d, J = 8. 5Hz), 8. 20(1H, d, J 
= 2. 2Hz) c 

[0492] MS(ESI)m/z:523. 0([M + H] + ) o 
[0493] Mb91] 

. VN Y N-A C| 




N 



S ^ o 
MeO HN ^f OH 

110 O^^^OH 
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[0494] 
[0495] 

[0496] 
[0497] 

[0498] 

[0499] 

[0500] 
[0501] 



mmm45t mw^m it^m 109 osmg) «t <o g mm at^m 1 1 0) 48 . 6 

mg(W49%)^#fc 0 
1 H-NMR(300MHz, CDC1 ) 8 :1. 60(6H, s), 2. 07(1H, t, J = 5. 8Hz), 

3 

2. 60(1H, d, J = 5. 2Hz), 3. 62-3. 77(2H, m) , 3. 95-4. 02(1H, m), 3. 
97 (3H, s), 4. 24-4. 36 (2H, m) , 6. 99 (1H, dd, J = 8. 5, 2. 5Hz) , 7. 00 
-7. 09(2H, m), 7. 34(1H, s), 7. 51(1H, d, J = 8. 2Hz), 7. 68(1H, d, J 
= 8. 2Hz), 8. 21(1H, d, J = 2. 5Hz) Q 
MS(ESI)m/z:519. 1([M + H] + ) G 

Wb92] 



^-^103(120mg)^v^nn^^(0. 23mL) Kffl&L^ hy*^V(120mg) 
$5£TfiN, N-vW/KT^/:^/— /HO. 46mL)^P^L, ^?U^T2B# ffijl^Uc 

^b^y^-^^xfmm^-^b^y^-^xmmu lfi^(ft^ni)70. 5 

mg(iW55%)2r#fc 0 
'H-NMR(300MHz, CDC1) 6:1. 61 (6H, s), 2. 32 (6H, s) , 2. 63 (2H, t 

3 

, J = 5. 5Hz), 4. 29(2H, t, J = 5. 5Hz) , 6. 95(1H, dd, J=10. 4, 1. 3Hz), 
7. 37(1H, s), 7. 49(1H, d, J=10. 4Hz), 7. 83(1H, dd, J=10. 4, 1. 3Hz) 
, 7. 92-7. 99(2H, m) , 8. 26(1H, d, J = l. 3Hz) Q 

MS (ESI) m./ z : 554. 0([M + H] + ) o 
[H»!)53] 
Wb93] 
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N 



CI 



[0502] 
[0503] 

[0504] 
[0505] 

[0506] 
[0507] 

[0508] 
[0509] 



lmg (W53%) £#fc Q 
'H-NMR(300MHz, CDC1) 5 :1. 59 (6H, s), 2. 31 (6H, s) , 2. 63 (2H, t 

3 

, J = 5. 5Hz), 4. 29(2H, t, J = 5. 5Hz), 6. 94(1H, dd, J = 8. 5, 2. 5Hz) , 7 
. 36(1H, s), 7. 48-7. 51 (2H, m) , 7. 65(1H, d, J=l. 8Hz), 7. 79(1H, d 
, J = 8. 2Hz), 8. 24(1H, d, J = 2. 5Hz) Q 

MS(ESI)m/z:520. 1([M + H] + ) G 
[H»J54] 
Mb94] 



^»>J 52i: IU#fc>fr8s i t) , tt&to 1 09 ( 1 22mg) £«9 B fatfo (fc&m 113)80. 
8mg (J&3*66%) 3r#7t, 
'H-NMR(300MHz, CDC1) 8 :1. 60 (6H, s), 2. 31 (6H, s) , 2. 63 (2H, t 

3 

, J = 5. 5Hz), 3. 97(3H, s) , 4. 29(2H, t, J = 5. 5Hz), 6. 95(1H, dd, J = 8. 
5, 2. 5Hz), 7. 06-7. 09(2H, m) , 7. 36 (1H, s), 7. 49 (1H, d, J = 8. 2Hz) 
, 7. 69(1H, d, J = 8. 2Hz), 8. 25 (1H, d, J = 2. 5Hz) Q 

MS(ESI)m/z:516. 2([M + H] + ) G 
[H»!l55] 
Wb95] 
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114 



HN T NH 2 
NH 



[0510] (Mixm 

[0511] Mb96] 




[0512] >ffr^l03(50mg)£rN, N-vW/VTirRT$K(0. lmL) l£$gft¥U hV^TsV 
7^(0. 04mL) :j3«fctflNr, N' — fcf^-Boc-^T— /V(46mg)£r#Px.. 
2B#|!Bi£#Ufco MJj^vKT^(0. 04mL)^Px., 3H£|BHfc#Ufc, hy^/^af^ 
&(0. 046mL)^Px., mmmWl-fCo N, N'-tf^-Boc-^T^/VtW— /V 

>f— (M^M, ^^r-y-^ : g^3^/v= 1:0-7:3) *5 .fct^/g^n-^h/^f— ( 
SiM, y #ixf;l, = 3: 1) t-CiSL, g (^^115) 51. 5m 

g(W79%)£#7c 0 

[0513] Rm(^j^^f/>^—b,mmmm;^^:mm^/^=3:2):o. i 0 

[0514] MS (ESI) m/ z : 702. 9([M + Na] + ) C 

(il2X@) 
[0515] [>fb97] 
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- " 115 HN V N Boc 



F 3 C 



F3 ° 114 HN T NH ^ 
NH 



N -Boc 



[0516] {fr£^115(51. 5mg)^nn^y(0. 15mL) ^|g$?U 0°C\Z.XY ] )7Mn 
mm(0. 15mL)^Px., m^[CX2. 5m$M¥tL.fc 0 05mL) 

KXmUU §W#>(^^)114)35. 7mg(l|X*98%)r#fco 
[0517] 'H-NMRXSOOMHz, CDC1 ) 6:1. 60 (6H, s), 6. 40 (1H, s) , 6. 85 (1H, 

3 

dd, J = 8. 4, 2. 5Hz), 6. 97(1H, d, J = 2. 5Hz), 7. 52(1H, d, J = 8. 4Hz), 
7. 60(1H, s), 7. 81 (1H, d, J = 8. 2Hz), 7. 95-7. 97(2H, m), 8. 27(1H, 

S) 0 

[0518] MS(ESI)m/z:481. 2([M + H] + ) C 

[^»>|56] 
[0519] Mb98] 



NC 



1?6 ^S0 2 NH 2 



[0520] (fllg) 
[0521] Wb99] 



H 

H2N T^1 EtOOC^-N^ 

^S0 2 NBn 2 " ^S0 2 NBn 2 

117 118 



[0522] ^-£^117(6. 41g)^v ? ^"^>'(38. 5mL) (£$gfi?U v^fy^nfcW^/VT? 
>-(12. 7mL)^Px./c 0 ^^#H^T, 60°C^-C2-yV^-2-^/V^nt°^ 
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[0523] 
[0524] 

[0525] 
[0526] 

[0527] 
[0528] 



g§(6. 08g)<Di^h3r1^(38. 5mL)igi&£r$»TU 60 o C^-C2H#^#Lfc o S 
^m^TK^U 5N NaOH(9OmL)^Px.6O°C^-C20#P H m#bfc o M' 
xy(CTttffiU *S^tK^L5N HCl^nx.pH6£U g^^/M-TftfemW-c 0 

3g(l(Jl*85%)^#fc 0 
RffttC^y^^V^V-h, SfM;^ty:Si^V=l:l) :0. 69 Q 
'H-NMR (400MHz, CDC1 ) 5 :1. 21 (3H, t, J = 7. OHz) , 1. 61 (6H, s), 

3 

4. 20(2H, q, J = 7. OHz), 4. 27(4H, s) , 4. 61(1H, s) , 6. 55(2H, d, J = 8. 
3Hz), 7. 03(4H, br s) , 7. 21 (6H, s), 7. 62(2H, d, J = 8. 3Hz) Q 

MS (ESI) m/z:467. l([M + H] + ) G 
(02X@) 

tfbioo] 



>ffrS*®Jll8(l. Og)^N, N-vW/l^Jvl^T^K(2. 28mL) iC^^U 2~hV? 
/V^/VT^iO. 0794mL)^Px., 100°C(-T4B#Pn131 #Wc 0 ^M^K^Px. 

> - mm^^) izxmmu n ut^m 1 1 9) 442m g ( W3o%) &mtc 0 

'h-NMR(400MHz, CDC1) 6:1. 62 (6H, s), 4. 42 (4H, s) , 7. 04-7. 0 

3 

6(4H, m), 7. 25-7. 26(6H, m), 7. 43(2H, d, J = 8. 8Hz), 7. 85(1H, dd 
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, J = 8. 2, 2. 0Hz), 7. 96-8. 02(4H, m) 
[0529] MS(ESI)m/z:649. 1([M + H] + ) G 



[0530] MfclOl] 




S0 2 NBn 2 



NC 




S0 2 NH 2 



119 



116 



[0531] fl^$>119(442mg) ^M^(13mL)^PX., ^ta^T15^^jt#L^ 0 7k£* 



[0532] 1 H-NMR(400MHz, DMSO-d ) 5 :1. 54 (6H, s), 7. 53 (2H, s) , 7. 61 ( 

6 

2H, d, J = 8. 4Hz), 8. 01 (2H, d, J = 8. 4Hz), 8. 10(lH, d, J=8. 3Hz), 8. 

31 (1H, s), 8. 41 (1H, d, J = 8. 3Hz) Q 
[0533] MS(ESI)m/z:469. 1([M + H] + ) G 

[H»J57] 
[0534] Mb 102] 



[0535] m&mn<Dfc&m2m, mmm56mi-2rM^xximmm22m6rMtmm 

[0536] [>fbl03] 




120 



H H 
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F 3 C 




N 



s 

121 



N NH 2 



[0537] 1 H-NMR(400MHz, CDC1 ) 8 :1. 58 (6H, s), 4. 73 (2H, s) , 6. 62 (1H, 

3 

d, J = 8. 4Hz), 7. 35(1H, dd,J = 8. 4, 2. 6Hz), 7. 83(1H, dd, J = 8. 2, 2. 

OHz), 7. 93-8. 01 (3H, m) Q 
[0538] MS(ESI)m/z:406. 2([M + H] + ) Q 
[0539] Mb 104] 




[0540] fc&tfal21 (150mg) &i?tty->(3. 7mL) tSftU M^^/l^T^CO. 515 
mDSrMfeo 0°C«£PU hy*^V(110mg)^HIx., 0°C^T10^^*t#L 
fc 0 N, N-^^^V>^r^(0. 406mL)^Px., ^#L&^ib£tJ«^ 

-vmmU S W» tfb#4»120) 29mg (JR^15%) £#fc 0 
[0541] 'H-NMR (400MHz, CDC1 ) 8:1. 60 (6H, s), 2. 30 (6H, s) , 2. 53 (2H, t 

3 

, J = 6. 2Hz), 3. 46-3. 48(2H, m) , 7. 02(1H, br s), 7. 53(lH, dd, J = 8 

. 8, 2. 6Hz), 7. 83(1H, dd, J = 8. 2, 1. 7Hz) , 7. 95(1H, d, J=l. 7Hz) , 7 

. 99 (1H, d, J = 8. 2Hz), 8. 15 (1H, d, J = 2. 6Hz) c 
[0542] 8 7. 26#j£<D^£m/}vW>>C>t 0 — ?KlHft<D\l°— ^^I^otV^ 0 

[0543] MS(ESI)m/z:520. 1([M + H] + ) D 

[H»!l58] 
[0544] Mb 105] 



WO 2006/028226 



125 



PCT/JP2005/016664 



O O 



NC-< VN 



121 122 H 



[0545] mMM57tmm^m^X f 0, fb^l21(150mg)J;<9@ ^(^-£^3122)51 

mg(JR^26%)^#fc 0 
[0546] 'H-NMR(400MHz, CDC1 ) 5:1. 60 (6H, s), 2. 32 (6H, s) , 2. 64 (2H, t 

3 

, J = 5. 5Hz), 4. 32(2H, t, J = 5. 5Hz) , 7. 63(1H, dd, J = 8. 8, 2. 6Hz), 7 
. 69(1H, s), 7. 84(1H, dd,J = 8. 2, 1. 6Hz), 7. 95(1H, d, J=l. 6Hz), 7 
. 99(1H, d, J = 8. 2Hz), 8. 17(1H, d, J = 8. 8Hz) , 8. 20(1H, d, J = 2. 6Hz 

)o 

[0547] MS(ESI)m/z:520. 9([M + H] + ) G 

[H»J59] 
[0548] Mb 106] 



NC 




F 3 C S 1 N ^ N A. N ^OH 

123 H H 



[0549] (Illg) 
[0550] Mb 107] 



F*T S r TQl N F 3 C S T N V oph 

121 2 124 H 



[0551] ^b^^l21(150mg)^h9tKci^^(l. 85mL) OT^Tfc o y vV(0 

. 039mL) joi^nci^^^/KO. 06mL)^P^l N ^fi^T2R#P e 1jf #Uh 0 
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01. 6mg(JD^77%)2r#fc 0 

m\%<csyj}fjiV7\s— R Jg^^;^ d rf"^:|^^^ = 2:3) :0. 78 Q 
[0552] 1 H-NMR(400MHz, CDC1 ) 8 :1. 59 (6H, s), 7. 21 (2H, d,J = 7. 7Hz), 

3 

7. 29-7. 30(1H, m), 7. 43-7. 45(2H, m), 7. 68(1H, dd, J = 8. 8, 2. 6 
Hz), 7. 83(1H, dd, J = 8. 1, 1. 8Hz) , 7. 95 (1H, d,J=l. 8Hz) , 7. 99(1H 
, d, J = 8. 1Hz), 8. 22(1H, d, J = 8. 8Hz), 8. 29(1H, d, J = 2. 6Hz), 8. 40 
(1H, s) 0 

[0553] MS(ESI)m/z:526. 1([M + H] + ) G 

(|f§2X@) 
[0554] Mbl08] 




124 H 123 H H 



[0555] 11^4^124 (20mg)^i^Pn^^(0. 6mL) fcigfilU ^-9 /VT5V(0. 004 
6mL)i5j;t;MJx^75y(0. 0106mL)^JP*U ^ia^T^^#Lfc 0 ^h/fc 
ttBUKU ^^124(60mg)^^nn^^(l. 8mL) tCjgflIU 
0. 0413mL)feJ;t> ; hy^/VT5>'(0. 095mL) ^JPx., ^ffifcT2R#Rlifc#L;fc: 

m^MX-mmU SW4fc0fb-a^»123)54. 8mg (lR4*73%) £#fc 0 
[0556] Rf#[(i/U*^^V— k MMJg^BW^VVOrO. 32 Q 

[0557] 1 H-NMR(CDC1) 8:1. 60 (6H, s), 2. 80 (1H, s) , 3. 59 (2H, dd, J = 5. 1 

3 

, 10. 2Hz), 3. 85 (2H, dd, J=4. 9, 9. 8Hz), 6. 97 (1H, d, J = 8. 8Hz), 7. 
56 (1H, dd, J = 8. 8, 2. 6Hz), 7. 84(1H, d, J = 8. 1Hz) , 7. 96(1H, s), 7. 
99 (1H, d, J = 8. 1Hz), 8. 16(1H, d, J = 2. 6Hz) , 8. 36(1H, s) , 9. 41 (1H 
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, S) 0 

[0558] MS(ESI)m/z:493. 1([M + H] + ) 



[0559] Mb 109] 




N' A N OPh 
H 



NC 




124 



125 



H 



[0560] $mM59n2JMkm&tejfm\zl:9, lbi^5i24(70m g ) £Q BMMUk&m2 

5) 43mg ( W5%) £#fc 0 
[0561] RfflK^y^^T 0 ^— K :0. 49 0 

[0562] MS (ESI) m/z:494. l([M + H] + ) c 

[«#J61] 
[0563] Mb 110] 



o 




126 



[0564] mmn) 



[0565] Mb 111] 





127 



11 



[0566] ib^#3ii(i. 5g)^j;tJ ? 2-^nn-4--ry^v^T^— h--<^y^by/v(i. 9 

g)^N, N->W/VTirhT5K(5mL) (d§^U microwave£O£^gi--C160°C&;i 
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U 77yiXa*7^P-7^77^- (MUM ; ^f-^ : &mx&A,= \ : 0~2 : 3 

^^127)1. 12g(JR*51%)Sr#^o 
[0567] Rfffitv-y^VKTV— k IM;^fy:Blixf;>=l : l) : 0. 21 0 
[0568] MS(ESI)m/z:470. 0([M + H] + ) o 

(^2X@) 
[0569] Mb 112] 



127 

O 

^ nc^VmNt o ^V N °2 

KAj5--^ 

128 

[0570] ^^127(1. 12g)?rv ; ^i^^(l0mL)^^^|g^^(3mL)^Px.l00 
°C^T2B#F H m#U-c 0 KJ£»0°C«£fIU 2N NaOH^D^pH^lO^b, 

U ^^134(Dfe^^655. 5mgr#fc„ ^C^^fiL^I^^^-C 
WmUfcSfr^^U ^b^l34(Da^^320. 6mg£#/c 0 ^£>ft£^32 
O. 6mg^b/V3i>-^jijfL N ^nndf^4-^hn^^/V(250mg)^P^ N 110°C 

(^1^128)326. 4mg£#fc 0 
[0571] Rfffi (v/y#^vV7V— k IM;^pp^:^;-;^10:1) :0. 41 e 
[0572] MS(ESI)m/z:593. l([M + H] + ) 0 

(ig3I@) 
[0573] Mbll3] 
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O 



NC 



0 



NC 




128 



126 



[0574] 

[0575] 
[0576] 

[0577] 
[0578] 

[0579] 



{b-^^128(97mg)Sr^nn^^(0. 17mL)Kl^§^£i^ N, N— SWvl^^ 

y^iy^y^u^h^yy^—^XX^mm^^h^yy^—KXmmu @ ft^ Mb 

^126)31. 3mg(JR4*43%)£#;fc 0 
RffiK^y^^Vv^V— *J?xixi*9lS'.*ffS— /V=10:l) :0. 22 Q 
'H-NMROOOMHz, CDC1) 6 :1. 60 (6H, s), 2. 38 (6H, s) , 2. 61 (2H, s 

3 

), 3. 46(2H, s), 7. 12(1H, dd, J = 8. 2, 1. 9Hz), 7. 53(1H, dd, J = 8. 4, 2 
. 1Hz), 7. 59(1H, d, J=l. 6Hz), 7. 70(1H, d, J=l. 9Hz) , 7. 79(lH, d, 
J = 8. 5Hz), 7. 83 (1H, d, J = 8. 5Hz) Q 
MS(ESI)m/z:542. 0([M + H] + ) o 

Mbll4] 



{^£^128(102. 7mg)£v 5 ^£m^^(0. 17mL) taH^iir, 2, 2-v^VV 
-1, 3-v ? ^"dry^^-4--f/V^/VT5^(0. 448mL)<Sr$RTU "MM.KX2. 5 

mu ^u§u mmsmuto #^fess^^tKn75y (o. 2mO icsgasu 6 

N HC1(0. 4mL)&Mz.,mmcX2. 51%mfflfrUZo l&jftl^BMCglf^WJ^A* 
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= 1:0-4:1) -eHfiKU § W» (^#5129) 5 lmg (4X^54%) £r#fco 
[0580] RiiW.(i/VjjSf/vyu— K ^nn^y : ^/-/V=10:l) :0. 32 Q 
[0581] MS (ESI) m/z : 545. O ( [M + H] + ) 0 

[0582] Mbll5] 



o 



NC 




ci 



128 



0 o N0 - 



NC 



C! U 
130 



V N £ N ^OH 
S H H 



[0583] mmm6imsjimtmm^^mK^, ^m28(97ms)x*)^mm(^m3 

O) 35. 3mg (I&^42%) £#fc 0 
[0584] Rffji (v'IJ^VVv'V— K ^13^^:^7-/^=10:1) :0. 35 G 
[0585] MS(ESl)m/z:515. l([M + H] + )o 

[H#fe#|64] 
[0586] Dffc 116] 



NC 



CI s 
128 



S H 



NQ 2 



O 

nch^Vn ' o 
131 



[0587] HJfe^|6im3X^^^?SfelJ:J:«9, fb^l28(97m«)J;!>iW&tfb^l3 
1) 55. 4mg (iR^62%) £#fc 0 

RfffiUv'y^VKTV— K 7^=10:1) :0. 31 c 

[0588] 'h-NMR^OOMHz, CDC1 ) 5:1. 60 (6H, s), 2. 36 (6H, s) , 2. 71 (2H, t 

3 

, J = 5. 5Hz), 4. 43 (2H, t, J = 5. 5Hz) , 7. 12(1H, dd, J = 8. 3, 1. 9Hz), 7 
. 53 (1H, dd, J = 8. 3, 1. 9Hz), 7. 66 (1H, d,J = l. 9Hz) , 7. 71 (1H, d, J= 
1. 9Hz), 7. 80(2H, d, J = 8. 3Hz) Q 
[0589] MS(ESI)m/z:543. 0([M + H] + ) o 
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[0590] [^117] 



NC 



128 



O 




IMC 




H OH 



-1 32 



[0591] lb-^128(102mg)^v^nn^>-(0. 17mL) fcSS$»£i3r % 2, 2— 

, 3—iZtty : ?ls—4—'CA'*#S—A'(0. 45mL)*5j;tJ«MJ3i^/VT^^(0. 048m 

71/(0. 2mL)(^iU 6N HC1(0. 6mL)$:J}\\Z.^MfcXl. 5!%fflffifcVfto 
2N NaOHttx.. V?uu**^\ZLXW\MU #»S&^^h!J£Alz:T«tfftU 

/v=i:0~9:l)-CJfi?a4U B W»Wk#<»132) 55. 3mg(Jfc^59%)£#;fc 



[0592] Rfffi^y^/VTV— k ^nn^:^y- /V=10:l) :0. 22 c 
[0593] MS(ESI)m/z:546. 2([M + H] + )o 

[H»!l66] 
[0594] [>fbll8] 



[0595] fb^^l28(100mg)^r^tit3^^(0. 17mL) fcl!K*S&it\ rc^v^y=i— 

(0. 189mL)*3j;Wy^/vr^(0. 047mL)§r$RTU ^.^T30^H#L 

-l:0~9:l)-eilU SW»Wb^»133)56. 6mg(Jfc*71%) 2r#fc 0 
[0596] 'h-NMR(300MHz, CDC1 ) 8 :1. 62 (6H, s), 1. 96 (1H, s) , 3. 92-3. 9 

3 

9(2H, br m), 4. 45-4. 50(2H, m) , 7. 21 (1H, dd, J = 8. 2, 1. 9Hz), 7. 5 




ci s LX S > 

133 



O 



128 
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3(1H, dd, J=8. 2, 1. 9Hz), 7. 70(1H, d, J=l. 9Hz), 7. 81 (1H, d, J = 8. 
2Hz), 7. 87(1H, s), 7. 94(1H, d, J=8. 2Hz), 10. 65(1H, brs) . 
MS(ESI)m/z:516. l([M + H] + ) 0 

[0597] Mbll8-1] 




[0598] {^^103(50mg)^v ? ^nn^^^^^fb. hV^/^T^XO. 04mL) *3«ttM 

^A'TKXO. O4mL)^Px.20#F^^#Lfc o 4-^cn3-4-^yffigM^/K0 
. 018mL)^Px., ^a^-ClE#rajt#Lfe 0 ^K^Px., ^nn^yiaittlU 

. 8mg^#fc 0 r(Dfe^j^^)65mgtc:0 o C{CT7NT^^T / /^7— /V(2mL)^ 

-fej:t;ii^-7b^77^--ei»«t, a«j4S»(>ffc^»136)32. 3mg£#fc 0 
[0599] Rf{g(ixy#^7K7V— K ^op^y : ^/- /V=10: l) :0. 24 Q 
[0600] MS (ESI) m/z : 538. O ( [M + H] + ) 0 

[H»!l68] 
[0601] [>ffcll9] 
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[0602] (illg) 
[0603] Wkl20] 





137 



138 



[0604] ffrg^l37(2. 03g)^^^/V(10mL)*3j;tI ? N, N-^^/l^/WvT^K(2 
mL) f^fifU N, N-'W;W*;W5K^f/V7t^- Ml. 47mL)£MT 

[0605] RfftC^y^^V^V— K -^^^:@^^rc^/v=l:2) :0. 29 c 

[0606] 'H-NMR (400MHz, CDC1 ) 8 :3. 04 (3H, s), 3. 21 (3H, s), 7. 68 (1H, t 

3 

, J = 8. 1Hz), 8. 18(1H, s), 8. 26(1H, d, J = 8. 1Hz) , 8. 37(1H, d, J = 8. 

1Hz), 8. 71 (1H, s) 0 
[0607] MS (ESI) m/z:258. l([M + H] + ) G 

(fg2I@) 
[0608] Wbl21] 
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[0609] <ffr^N6l38(l. 18g)$r^y— /^(50mL)te£TfThytVv77^(15mL)KWffl 
^c£E««|b, ^^LTitoftOfb^fc 139)1. 02g(JR^98%)Sr#fe 



[0610] Rfftt^y^/K^— K — drf->-:g^^^/k=l:2) :0. 097 o 

[0611] 'H-NMR (400MHz, CDC1 ) 6 :3. 03 (3H, d, J=2. 2Hz), 3. 13 (3H, d, J 

3 

= 2. 6Hz), 3. 86(2H, s) , 6. 77-6. 80(1H, m) , 7. 22-7. 26(3H, m), 8 
. 11 (1H, s) 0 
(fg3I@) 
[0612] [>fbl22] 



[0613] ^b^^l39(250mg)*5j;tj?2-^i3^-2-^/V7°cit°^-^(185mg)^> ? ^- 
=W/(1. lmDS^^iL, v^WntW^/VT^CO. 385mL) ^Px.70°C^ 

T2B#r B m#bfc 0 wi, 6n hci^px., mm^Mcxmtavtc 0 mmm^ 
zfcfcm<DM&fimtt<t£ttxMz.fc 0 Ecmmzmmmmu yyyi/~*y&y 

v^hfyy^—XmrnU §6^(^^140)275. 5mg (l|X^77%) £#7t G 
[0614] mm.(i/y3)fivy°\s— K ^f-^:g^^^v=l: 1) : 0. 079 o 
[0615] MS(ESI)m/z:328. 0([M + H] + ) o 

(JH4I©) 
[0616] Mbl23] 




139 



140 
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140 c/ S KJ ' 

141 ^ 

[0617] mmmis^s^Mtmrn^m^^, <ba^i40(327mgu*? nmma^mi 

41)322. 3mg(JR^80%)&#fCo 
[0618] Rffjtt (VU^/KTV— K ^M^:gjsifc:r.^vk=l:l) :0. 24 Q 
[0619] MS(ESl)m/z:490. l([M + H] + ) G 

(H5Xa) 
[0620] Mbl24] 



O 




S0 2 NH 2 



[0621] >ffrg^ll41(222. 3mg)^rc^y— /V(0. 3mL) 4Nfif£^(0. 3mL)^ 

fi?U 4. 5NW(0. 2mL)^Px., 90°C^-C1. 5^K^#Ufc 0 xKBftffc 
-rbVV&Tkmfe&lmx-, ^nn^^yttiffiL, i!1M£r^J±m$fiU 75r>a 

78mg (4X4*39%) ^#fCo 
[0622] 1 H-NMR(300MHz, CDC1 ) 8:1. 60 (6H, s), 4. 92 (2H, s), 7. 48-7. 5 

3 

4(2H, m), 7. 67(1H, d, J=l. 9Hz), 7. 71(1H, t, J = 7. 9Hz), 7. 81(1H, 
d, J = 8. 2Hz), 7. 89(1H, t, J=l. 9Hz), 8. 06(1H, dt, J = 7. 9, 1. 9Hz) Q 

[0623] MS(ESl)m/z:435. 0([M + H] + ) 0 
[H»!l69] 

[0624] Mbl25] 
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142 




N 
H 



[0625] 
[0626] 

[0627] 

[0628] 
[0629] 

[0630] 



Mb 126] 



'H-NMR (400MHz, DMSO-d ) 6 :1. 50(6H, s), 6. 37(2H, s) , 6. 58 ( 

6 

1H, d, J = 8. 8Hz), 7. 37(1H, dd, J = 8. 8, 2. 6Hz), 7. 75 (1H, dd, J = 8. 2 
, 1. 8Hz), 7. 88 (1H, d, J=2. 6Hz) , 8. 05 (1H, d, J=l. 8Hz) , 8. 21 (1H, 
d, J = 8. 2Hz) c 

MS(ESl)m/z:372. l([M + H] + ) c 
Mbl27] 



lb^^l43(150m g )^^=¥f-^(15mL) t^fi|LMJ^/VT5^(0. 558mL) 
^JPx., ^*#ffl^T0 c C^^*PL/c o hy^^V(119mg)^Px.l0^r B 1it#U 

fc^^^r^/^y— /Ko. 8oimD^px.. mmzxio&mfflfcuto ma 
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v #^vk mmmrn •. mm^/v = 1 : o~o : 1 ) ^tsxxmm^^ w*??* 

mg(W26%)^#fCo 
[0631] 1 H-NMR(400MHz, DMSO-d ) 5 :1. 51 (6H, s), 2. 20(6H, s) , 2. 52 ( 

6 

2H, t, J = 5. 9Hz), 4. 22(2H, t, J = 5. 9Hz), 7. 73(1H, dd, J = 8. 4, 1. 8H 
z), 7. 80(1H, dd, J = 9. 0, 2. 6Hz) , 8. 00(1H, d, J = 9. OHz) , 8. 03(1H, d 
, J=l. 8Hz), 8. 19 (1H, d, J = 8. 4Hz), 8. 26 (1H, d, J = 2. 6Hz) , 10. 48 ( 
1H, s) 0 

[0632] MS(ESI)m/z:487. 1([M + H] + ) G 
[0633] Mbl28] 




[0634] >fk-^^124(75mg)*3j:a«2, 2-vW/V-l, 3-v ? ^y^>'-4-^/V^y 
— A-(0. 106mL)Sr^t»l3^^(l. 5mL)i«L, hy rc^/KT^ (0. 12mL) 

tKP77y(2mL) fcjg#U 6N HCl(lmL)^Px., ^S^-ClB^i! #Ut Q R 

4) 40mg (J&s£53%) 3r#fc Q 
[0635] 'H-NMR(400MHz, CDC1 ) 6:1. 60 (6H, s), 2. 14 (1H, s) , 2. 65 (1H, 

3 

d,J=4. 4Hz), 3. 65-3. 79 (2H, m) , 4. 01-4. 04 (1H, m) , 4. 34 (2H, dd 
d, J = 21. 7, 11. 6, 5. 2Hz), 7. 66(1H, dd, J = 8. 9, 2. 3Hz), 7. 85(1H, d 
d, J = 8. 1, 1. 8Hz), 7. 96 (1H, d, J=l. 8Hz) , 7. 99 (1H, d, J = 8. 1Hz) , 8 
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. 12(1H, s), 8. 17(1H, d, J = 8. 9Hz), 8. 26(1H, d, J = 2. 3Hz) 
[0636] MS (ESI) m/z : 524. O ( [M + H] + ) 0 

[0637] Mb 129] 



o 




[0638] mixm 

[0639] Mb 130] 




[0640] te£4fel45(3. 08g)Sr^ni3^^(90niL) lEjgflPU * (lOOmL) *3J:tJ^fifc 
%DVM3. 08g)^P^. N ^#)146(2. 48mL)^0°C^rMTU mM.\£Xi&%L 

= l:0~3:l)t»«U @ &J»0fb£^147)5. 31g(JR^87%) 3r#fc 0 
[0641] Rffjf (->U*y/W^V— k ^i^^:g^^^/V=2: 1) :0. 55 0 
[0642] 1 H-NMR(400MHz, CDC1 ) 6 :2. 05(6H, s), 7. 51 (1H, dd, J = 8. 5, 1. 

3 

9Hz), 7. 64(1H, d, J = 8. 5Hz), 7. 92(1H, d, J=l. 9Hz), 8. 61 (1H, s) c 
(fg2X@) 
[0643] Mb 131] 
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[0644] ^-^147(10. Og), ffr£4fel48(5. 72g)$d£Ufc^k-rbWM60% in oi 
1, 1. 59g)^h^tKP^^(67mL)«^U ^*#ffl^T. 45°CiCXmmm 
#Wc 0 ^m^0°CK^MU 7kmQrt'hV&M60% in oil, 7. 96g) fc&JI*.. >ffc 
^149(13. 76mL)£MTUc 0 0°C^T10^^, ^fi&£T30#|ig}f #Lfc 0 H 
J»£rt - •? =f-/V^/V^— x/V-C#^L, 0°C ^iflbfclftf P^fbT^^ AtK 

g 6^(^1^150)3. 22g(lR^22%)^#fe 0 
[0645] Rfffi^y^V^V— K ^f-^:g^^^/l— 2: 1) :0. 39 c 
[0646] 'H-NMR (400MHz, CDC1 ) 6:1. 62 (6H, s), 7. 48-7. 53 (2H, m) , 7. 

3 

66(1H, s), 7. 75(1H, d, J = 8. 4Hz) , 7. 83(1H, d, J = 8. 4Hz) , 7. 90(1H 
, d, J=l. lHz) 0 
(H3I@) 
[0647] Mb 132] 

[0648] ^^^/150(3. 22g)£r^y— /V (60mL) (C^^U !£$H4. 13g) *5 .fctfflltftgl 

(o. 3mD^px.. 90^r^*p^»ftbfc o hj£»^>mu smm^mm^/^ 

^fy-^ixf;V)«L, B 6^(^^151)2. 34g0W78%)£#fc o 
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[0649] RffgCi/y^y/KTV— k ;V=l-.l) :0. 55 Q 

[0650] 'H-NMR(400MHz, CDC1 ) 6:1. 57 (6H, s), 4. 24 (2H, s) , 6. 60 (1H, 

3 

dd, J = 8. 3, 2. 3Hz), 6. 67(1H, d, J = 2. 3Hz), 7. 39(1H, d, J = 8. 3Hz), 
7. 51 (1H, dd, J = 8. 2, 1. 9Hz), 7. 67(1H, d, J=l. 9Hz) , 7. 80(1H, d, J 
= 8. 2Hz) c 
(I41g) 
[0651] Mkl33] 




[0652] hy^^V(194mg) ^nn^y(2mL) K?§fi?U 0 < C^T^y7 P ntV^ 
^/KT^(0. 086mL)*5J;Wb'^^151(80mg)(D> ? ^^tl^^^S^Px.^ 0°C 

izx5#m. ^nKX2o^mmw^tc 0 ^i^oti^si, i-(2-tKn^-^ 

^/V)t°uVi»(0. 648mL)^Px., ^UteXimr3MWl,fc 0 tR^Px., ^pp 

~^h?774—XmmU @ f&® <A\&®1GG) 52mg(J&$S48%) £#fc 0 
[0653] Rfft^U^V^V— k i?^pn^y : ^y- /V= 20: 1) :0. 28 D 
[0654] 'H-NMR (400MHz, CDC1 ) 6:1. 60 (6H, s), 1. 83 (4H, br s) , 2. 60(4 

3 

H, br s), 2. 82(2H, t, J=5. 6Hz), 4. 33(2H, t, J = 5. 6Hz), 6. 95(lH, d 
d, J = 8. 6, 2. 4Hz) , 7. 39 (1H, s) , 7. 51 (2H, d, J=8. 4Hz) , 7. 68 (1H, d 
, J=l. 8Hz), 7. 81 (1H, d, J = 8. 4Hz) , 8. 26 (1H, d, J = l. 8Hz) c 

[0655] MS(ESI)m/z:546. 1([M + H] + ) G 
[H»!l72] 

[0656] Mb 134] 
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[0657] mMM7ikmmtejjmiz£<9&)$vti 0 

[0658] RffBCv^y^^V^V— ^pp^y : ^/- /V=20: 1) :0. 27 Q 

[0659] 1 H-NMR(400MHz, CDC1 ) 8 :1. 06(6H, t, J = 7. 1Hz) , 1. 60(6H, s), 

'3 

2. 62 (4H, q, J=7. 1Hz), 2. 76 (2H, t, J = 5. 9Hz) , 4. 27 (2H, t, J = 5. 9H 
z), 6. 95(1H, dd, J = 8. 4, 2. 2Hz) , 7. 33(1H, s) , 7. 49-7. 53(2H, m), 
7. 68(1H, d, J=l. 8Hz), 7. 81 (1H, d, J = 8. 4Hz) , 8. 26 (1H, d, J = l. 8H 

z) 0 

[0660] MS (ESI) m/z : 548 . O ( [M + H] + ) „ 
[0661] Mbl35] 



O 




[0662] HM^^l^^^^-fei-i^^L/Co 

[0663] Rf{fi(^y#y/K7V— k ^^:g^lft^/V=2:3):0. 14 c 

[0664] 'H-NMR (400MHz, CDC1 ) 6 :1. 60(6H, s), 2. 52-2. 54(4H, br m) , 

3 

2. 70(2H, t, J = 5. 6Hz), 3. 74(4H, t, J=4. 8Hz), 4. 33(2H, t, J = 5. 6H 
z), 6. 97 (1H, dd, J = 8. 0, 2. 1Hz), 7. 33(1H, s) , 7. 49-7. 54(2H, m), 
7. 68(1H, d, J=l. 8Hz), 7. 81 (1H, d, J = 8. 1Hz), 8. 25 (1H, s) 0 
[0665] MS(ESI)m/z:562. 1([M + H] + ) G 
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[0666] Mb 136] 



NC 



CI 



o 




170 



03 



HN 



[0667] (HIS) 
[0668] lit 137] 



NC 



O 



N 



H- 



134 



NC 



CI 



s IJC S > 

169 



N 



,Boc 



?"NH H 



[0669] lb^#3l34(100mg)^N, N- vW/VTir^KCO. 234mL) fc^fi?U N, N' 
-f^-Boc-^T— ;Vt°7yWv(225mg) *5it^hy^/V^-tig^|^(0. 054mL) 

J-;V=1 : 0—2 : 1) -CffiMU S tfb£4&169) 34mg (JR*22%) £#fc 0 
[0670] RffS^JJ^/KTV— ^nn*;l/A:^y- /V=19:l) :0. 91 c 
[0671] MS (ESI) m/z:670. 2([M + H] + ) Q 

(i£2I@) 
[0672] Mb 138] 



NC 



CI 



169 



,Boc 

N 

N ^-N— Boc 



NC- 



Cl 



s 

170 



HN 

^n£t nh * 



[0673] 
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[0674] RffgCi/y^y/KTV— k ^^:g^g|^/W=l:l) :0. ll c 
[0675] MS(ESI)m/z:470. 0([M + H] + ) o 

[0676] Mb 139] 

Etooc K r Jtf irT _ NC ry°H- oj> .Nts^V,?^- 

173 171 

[0677] mmme8m4Jiu^nm5j:utmm^mK^, nmrn^t^mm)^ 

[0678] RffgCi/y^/l^V— k 20: 1) :0. 38 0 

[0679] MS(ESI)m/z:469. 1([M + H] + ) Q 

[H»>|76] 
[0680] Mb 140] 




SO z NHAc 



[0681] it&mm (80mg)£v^nP^^(3. 5mL) fc^fifU M7k^l^(0. 0484mL) 
$o£XFhV^^T^(0. 0714mL)^Px., ^UKX 16mmmWVfCo zk^JPx., 

^(^1^174)67. 3mg(!«77%)£r#fCo 
[0682] RffiK^y^^W^V— ^pa#y : ^;- /V=20: 1) :0. 33 Q 
[0683] 'H-NMR (400MHz, CDC1 ) 8:1. 64 (6H, s), 2. 09 (3H, s) , 7. 63 (1H, 

3 

d, J = 8. 1Hz), 7. 75(1H, t, J = 8. 1Hz), 7. 84(lH, d, J = 8. 1Hz), 7. 96- 



WO 2006/028226 



144 



PCT/JP2005/016664 



8. 01 (3H, m), 8. 12 (1H, s) , 8. 18 (1H, d, J = 8. 1Hz), 
[0684] MS(ESI)m/z:511. 1([M + H] + ) Q 

[0685] Mfcl41] 

o 



NC ^ N ^V^NH 2 - NC ^> N V- HO r°H 



o 



nc ^a. n V- ho r OH 
C1 A IX, OH 



176 CI 

[0686] hy^^V (240mg) ^nn^(lmL) fcl£fl?U O'CJcr^-fy^ntf/Vai 
^•/VT5V(0. 09mL)*5j;Wb'^^15l(80mg)CD> ? ^tin^^V(l. 5mL)^f^ 

*px., mmzx20#mfflfcut o R^m^ox:^mu (-)-2, 3-0-wn 

t°!JfV-D-^WH 7P-(990mg)*5j:tJ ? hy^^VT5^(0. 68mL)^PX., ^ 

^^^/V=7:3~l:l)-effiMUb^l75^#fCo rfr^-r h^fcpW^ (0 
. 2mL)jC»#U 6N:£g&(0. 4mL)&M%., mUteXimfflWtWLtCo zK^Px.^ 

m^n^Y^yy^— -CfifKU B Wft Wk-^»176)44. 4mg (Ifc*33%) 
[0687] RffiiC^y^/VTV— K ^nn^y : ^;- /V=10:l) :0. 35 Q 
[0688] MS (ESI) m/z:552. 9([M + H] + ) Q 

[§fe&fc#|78] 
[0689] [^ 142] 
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[0690] wk&fatemmwrkmmttmzxio&f&zti-tto 

[0691] Rffg(^y;^>K7V— K ^nn^:^/- /V= 10:1) :0. 35 Q 
[0692] MS(ESI)m/z:575. 0([M + Na] + ) o 

[#?»J79] 
[0693] Wbl43] 




[0694] hytfv^V (240mg) £S^tm;^> (0. 5mL) fc*g$?U O^t^T^y/PtW 
^^vVT5V(0. 09mL):&J;tHb^ll51 (lOOmg) ©^no^y (lmU^tlr 

to*., m.mzx3o&mw>wuto M^oti^L, ^^iwh— M673 

^178)25. 7mg(JR^18%)Sr#^o 
[0695] RffiKv^y^-yVv^V— *?9xixiWy:*trS~- /V=10:l) :0. 18 Q 
[0696] MS(ESl)m/z:567. 0([M + H] + ) o 

[HJfe#|80] 
[0697] Mb 144] 
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NC 




[0698] *4k&®i&mMW9bmmttmK£*)&& l istvtZo 

[0699] RffiCv-y^^/V^V— K ^pp^M:^;- /V = 20:l) :0. 22 Q 

[0700] 1 H-NMR(400MHz, CDC1 ) 8 :1. 62(6H, s), 1. 81 (1H, t, J=5. 7Hz), 

3 

1. 92-1. 98(2H, m), 3. 75-3. 79(2H, m), 4. 38(2H, t, J = 6. OHz) , 6. 
98 (1H, dd, J = 8. 5, 2. 4Hz), 7. 28 (1H, s), 7. 53 (1H, d, J = 8. 5Hz), 7. 
84 (1H, dd, J = 8. 4, 1. 7Hz), 7. 96 (1H, d, J=l. 7Hz) , 7. 99(1H, d, J = 8 
. 4Hz), 8. 25(1H, s) 0 
[0701] MS(ESI)m/z:541. 1([M + H] + ) G 

[0702] Wbl45] 



[0703] >f fc-^Hfc 151 (200mg) ^WvWvVAT^K (5mL) lc3§#U 4N^^ (0. 1 23m 
L)*5j:WhP^A^>T^K(89mg)^P^., ^#B^T40°C^T2B#F 3 TOm^ 
fc 0 JM&tl, 4N^(0. 246mL)*5j:OThy'7^> ? ^T^K(89mg)^Px., &m 
#ffl^T40°C^T2B#F P g}f#W-c o $CM,4N*&^(0. 246mL) ^oiOThy^A 

^->t~k (89m g )^px., mmmm^r4ox:icxm^mw^fc 0 wtm^ 4nj& 

®KO. 246mL)fej;Why'>Av?v/T-K(89mg)^Px., ^t#fflMT40°C^-C 

mrnrnm ; ^m^: mm^^= 1 : o~ 1 : 3) &£xfimm?w 



o 



o 
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h?97j- mmmm;^^:mm^^= 1 : 3) -vmmu s mm at^miso 

) 50mg (Ifc^22%) ^#/c 0 
[0704] RffiK^y^^VV^V— K ^3rV-l/:Wtm^^=l:2) :0. 23 G 
[0705] MS(ESl)m/z:471. 9([M + H] + ) G 

[H«!|82] 
[0706] Mb 146] 



[0707] >ffrg^l51 (20mg)^nn^^y(0. 04mL) ^l§$?U hy^/VT^(0. 00 
57mL)^Px.fc 0 Rfom$:0 o CKl?}mU M7kby^/^P^^Vl-*^(0. 016 
mD^lTU 10^^Jt#U7c o S^i-O. IN NaOH^JPx., ^^nn^^yj' 

(^nn^y : ^/-;l/- 10:1) -C»$!£U § (lbl8^181) (DbV^sl- 

[0708] 'H-NMR(300MHz, CDC1 ) 8 :1. 29(9H, t, J = 7. 3Hz) , 3. 13(6H, q, J 

3 

= 7. 3Hz), 6. 90(1H, dd, J = 8. 4, 2. 3Hz), 7. 45-7. 51 (3H, m) , 7. 67( 
1H, d, J=l. 6Hz), 7. 79(1H, d, J = 8. 5Hz) D 
[0709] MS(ESl)m/ / z:537. 0([M + H] + ) 0 

[0710] Mb 147] 
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NC 



183 ^^Cl 



[0711] (Illg) 
[0712] Mfcl48] 



NC 



O 



CI 



s 

151 



"CI 



o 

NC ^ N X v ^COOBn 

Cl il ^c. 0 NHB0C 



[0713] Boc-Asp-OBzl(180mg)^v ? ^nn^^(lmL)tC^#b, vMy^utW^ 
/VT^(0. 193mL)^Bx.feo 0 < CK:?££PU i^b^'/KO. 0365mL)£MT 
U 0°C^T5^r H 1it#bfCo fb^»151(150mg)^iP^ or &3lT105>PM#Wc 
o v 5 ^/VT^yt°yv ? ^(48. 8mg)^Px., ^S^TiMjf ^Lfc 0 SJS$R&*EE 
*ltU 7^^13*7 J^^Y? 3 ?? 4—' ClMBiU @to«tfb£^»182)70. lmg( 
W27%)^#fc 0 

[0714] RffS (^y*^;>yv- K ^f-^:g^li^/v=l: l) : 0. 60 o 

[0715] MS(ESI)m/z:732. 0([M + Na] + ) o 

[0716] Mfcl49] 
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O 




o 



c 



NC 




a 



O NH 2 

CI 



N^^CONHz 



N nr - v COOBn 



183 



182 



O NHBoc 
CI 



o 



NC 



>==/ ,y- N irv-N-rr 




[0717] lbl^l82(lmg)£7NT^&~T *9 /M§$£lH$§ft?U itWK 70°C^T2 

[0718] ^1^3 A; 

RT:16. 838min 0 
[0719] MS(ESI)m/z:519. l([M + H] + )o 
[0720] it&mB; 

RT:17. 278min 0 
[0721] MS(ESI)m/z:519. l([M + H] + ) 0 

4-e$>§ 0 ) 

[0722] [^150] 



MC 




NC 




^- N /VN H O 

1RK O 



o 



[0723] ^^134(50mg)^Tirh^hU/KO. 2mL) ^^L, *i^/^^(15mg) *5 
£U^:fvVT5/t 0 y^(18. 3mg)^Px. N 80 o C^T305>rait#Lfc o ft*^ 
/V^(30mg)*3it^> ? ^/VT$/t o y> ? ^(36. 6mg)^Px., 80^^X30^^^ 
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[0724] 
[0725] 

[0726] 

[0727] 
[0728] 

[0729] 

[0730] 
[0731] 

[0732] 



#uc 0 Ecmm&o°ciz.fttMiu 7nt^~t ^/-/vmm(2mL)&D\\x., mm. 

g^(>fb^l85)9. 5mg(Wl5%)r#c 0 
1 RiW.{i<'Wf/V-y*U— k ^an^y : ^y- jV= 10: 1) :0. 30 o 
MS(ESI)m/z:527. 0([M + H] + )o 
[5^»!l85] 

Wbi5i] 



ft-g-ft 1 5 1 (41mg) ^i/^nn^^y (3mL) t^fifU hU^^WT^CO. 021mL 

fc 0 £^M^5VKr^(0. 021mL)*3i^4-(^on^/k^/V)g§^^-/K0. 0 
21mL)^Px., ^M^Tlt^rajt^UfCo *^PX.. ^tm^^-CttWU Ml 

= 1 : 0~65 : 35) XWMU @ (^1^)186) 45mg (1^84%) £r#fc c 
RffffC^y^^V^V— ^f->-:@^|^^7V=l:l) :0. 44 D 
MS (ESI) m/ z:532. 9([M + H] + ) G 

(M2TM) 

Mbl53] 
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NC 



CI 



S 
186 



nc^ Vn t- h 



[0733] ^b^l86(34mg)^^y— /Klg) fc*gfi?U 5%NaOH(0. 3g)&M?L, 30°C 

mu @ mm ut&m87) 23m g (i»69%) &mt 0 

[0734] RffiK^y^^VkT 0 ^— ^nn^yVAr^y— /k=10:l) :0. 48 c 
[0735] MS(ESI) ts\/ z:518. 9([M + H] + ) c 

[H»'J86] 
[0736] Mb 154] 



or r -QZr-* 00 "' 



o 



[0737] {b^#3l86(25mg)£7NT>^~X 7V^(3mL) f^^U 70°C^T 

— /V= 10: 1) -e»MU g ftj&J Wb-^»188) 5mg (W21%) ^#fc Q 
[0738] Rffg(^y^7^/V7V— ^t2n^/VA:^7— /V=10:l) :0. 28 Q 
[0739] MS (ESI) m/z : 51 7. 8 ( [M + H] + ) „ 

[H»>|87] 
[0740] Mb 155] 



NC 




CI 



s 

189 



N 



H 



CC C > 



N^^-COOH 



[0741] mmms5tmm^m^x*). it&®i89&m>it 0 

[0742] RffiKv-y^V^V— K ^nn*;^:^y- /V=10:l) :0. 31 0 
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[0743] MS(ESI)m/z:505. 0([M + H] + )< 
[0744] Mb 156] 

o 

H~ H 



CI S 0-r>P 

190 ^x3l 



[0745] mmms6tmm^m\^. ik&mi90%mc o 

[0746] Rffft^U^/KTV— K ^w^:^/- /V=20: l) :0. 21 0 

[0747] 1 H-NMR(270MHz, CD OD) 5 :1. 55 (6H, s), 2. 60 (2H, t, J = 6. 7Hz) 

3 

, 2. 76(2H, t, J = 6. 7Hz), 7. 17(1H, dd, J = 8. 6, 2. 4Hz), 7. 57(1H, d, J 
= 8. 6Hz), 7. 62(1H, dd, J = 8. 4, 2. OHz), 7. 85(1H, d, J = 2. OHz), 7. 9 
3(1H, d, J = 8. 4Hz), 7. 99(1H, d, J = 2. 4Hz) Q 
[0748] MS(ESI)m/z:503. 9([M + H] + ) D 

[0749] Mbl57] 

O/ o 

[0750] ^^102(100mg):fcJ;tJ^k=W^(24. 7mg)^an^y(lmL) 

A?U 0 o C^-C^yrntVV^^-/vr^^(0. 043mL)^Px., ^i&lCT2H#Bgil# 

?j*?wWyyy— (^no^y/^/^) -cttMU @ mj^J (^^#/i9i) i 

02. 9mg(JW86%)^#fc 0 
[0751] RffSC^-y^^/V^ 0 ^— K ^nn^:^;- /P=10:l) :0. 44 Q 
[0752] MS(ESI)m/z:626. 9([M + H] + ) G 
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[0753] Mb 158] 



o 



o 



NC 




NC 




[0754] >ffc^&102(100mg):}3j;tm, N-v 5 ^/V^y^>'(39nig) ^PP^y(l. 

9mL)«fi?U 1-(N, N-^^/l^T^/^atV^-a-^/^/^^^K^ 
^^(73mg)*3j;-a«v ? ^/VT5yt 0 yv ; ^(23mg)^Px., ^?U^T4. 5B#^it# 
LfCo 1-(N, N-^^-/VT5/yi3tVV)-3-^/V^/V#^5:K^^^(36. 5 
mg)^oj;t^v ? ^/VT5yt 0 yv 5 ^(ll. 5mg)^P;i, ^fi^T2. 5f$^jf#Lfco 

^b^vy^—X-mmU S ift^ Mb^»192) 68mg(l«58%) 
[0755] Rffg (^y^/V^V— K ^f-V:g^^^/k=l: 1) : 0. 25 Q 
[0756] MS(ESI)m/z:612. 0([M + H] + ) o 

[H»!l91] 
[0757] Mb 159] 



[0758] ^»rj71i^#/^fe^J:l9, fb^l93^#7t c 

[0759] RffiKv^y^^Vv^— ^pp^y^^y- /V=20: 1) :0. 18, 

[0760] MS(ESI)m/z:562. 2([M + H] + ) Q 

[H»!l92] 
[0761] Mbl60] 



NC 




NC 




193 



O 
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[0762] (HIS) 
[0763] Dfbl61] 



o 

NC ^ N WWN 



F 3 C S 
102 



OH 



O 

194 



F 3 C 



H O 



NHBoc 

NHBoc 



[0764] ^^^102(200mg)^rv 5 ^tit2^^(5mL)^^^b, Boc-Lys(Boc) -OH (2 

63mg)^px., mmmm^xT, oxxzxi- (n, N-v^/vr^/^ntw) - 3- 

290mg (lfc*$89%) £#fc 0 
[0765] RffiK^y^^/V^V— ^^^:g^^^^/V=l:l) :0. 48 0 
[0766] MS(ESl)m/z:877. l([M + Na] + ) Q 

[0767] [>fk 162] 



F 3 C 



O 

Or H 0 NCH^^V-r/r" H 



194 



NHBoc 



NC 

— 

F 3 C 



s rN Cc 0 N ,s°^ 

196 u 



O 

■ 0 A^NH 2 



-NH 2 



[0768] ^b-^^194(290mg)^v ; ^cin^>'(5mL)^^?U H^/^Pg^CSmUiS: 
[0769] RffilE (NHT'V' — K ^tm^y : ^/- /V- 20: 1) :0. 41 e 
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[0770] MS (ESI) m/z:655. 2([M + H] + )o 



[0771] Mbl63] 



O 



NC 




CI 



S0 2 NH 2 



[0772] (BlUU) 



[0773] Mb 164] 



XX 



so 2 ci 




CI 



196 



[0774] ^^196(880. 9mg)^v^m£2^^(i6mL) 0°C \ZX v^^vW 

^^L-C §^(^^197)583. 0mg(lfc*39%)£r#fc o 
[0775] RffgC^y^^/V^V— ^rU-^:g^m^VV=2: 1) :0. 32 Q 
[0776] MS(ESI)m/z:387. 0([M + H] + ) o 

[0777] Mbl65] 



[0778] ^^^147(301. 7mg):&J:7m'^197(386. 9mg) ^h^HKn^^(5mL 
)fc38fl?U SitffllT, 0°C^-C^y«7A t-^>^K(ll6. lmg)^JP;t. g 




o 



O H 



NC 
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7. 5mg(lR^47%)Sr#fc 0 
[0779] Rfftf (VI^-^VKTV— k -^rU-^:g1^^W=2: 1) :0. 16 D 
[0780] MS(ESI)m/z:607. 0([M + H] + ) o 

(H3Xa) 
[0781] Mbl66] 

cT h* " ^r N 0: S ° 2NBn2 

199 ^Cl 



[0782] ^^198(271. 2mg)lrfh7tKn79>(3mL) fcSSfclU ^t#H^T\ 0°C 

y^u^rh^y^- mmmm ^^mm^^= i : o~3 : 2) -c*t*iu s w 

«»(>fb^»199) 141. 9mg(W49°/o)r#fe 0 
[0783] Rf^|[(vy*^/V'7V— k ^^r^:@^^^^/^=l: 1) :0. 62 G 
[0784] MS(ESI)m/z:649. l([M + H] + ) G 

(I4I@) 
[0785] Wbl67] 

Q , o 




)=/ y-N^^sOzNBna VN_^so 2 NH 2 

199 Cl 200 



[0786] >ffc-g^l99(109. 9mg) ^0°C^rhy^/V^-n^^/V^^(lmL) ^Px.,^ 
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[0787] RiiW.(i/VjjSf/vyu— K ^r1J-^:g1^^^VV=l:3) :0. 53 Q 
[0788] MS(ESI)m/z:469. 0([M + H] + ) o 

[0789] Mbl68] 



=/ yN^^S0 2 NH 2 "' u "y r 'V N Y ^-S0 2 NHAc 

20 S o ^c, oT 2 s XJ a 



[0790] ^4^200(38. 4mg)^nn^y(l. 6mL) fc*g$?U il7K^(0. 023mL 

[0791] RffiKv^y^^V^V— K —df-if>-:g^^^7V=i:3) :0. 25 G 
[0792] MS(ESl)m/z:511.0([M + H] + )„ 

[|^»!|95] 
[0793] Wfcl69] 

O O 



cr s ^ CC s ^nh 2 Cl >- f ir^rV N - S02CF3 

H 



134 202 



[0794] ^-£^134(21. Smg^it^-DM, N-tf^ (hU^^ti^^/V^/V) 

y^Jiy>(53. Smg^^h^tKW^CO. 2mL)^«|U0 o C^-riM-^-hy 
•^^IWVVv^^K "rYy^V^yy^mUiO. 2mL) «TU 30^11 # 

/V) -CMMb, g ^ Ofbl^202) 12. 7mg (iR^46%) £#fc D 
[0795] RfjiKNH^V— K ^on^y : ^y^- /k=10:l) :0. 25 c 
[0796] MS(ESI)m/z:560. 0([M + H] + ) o 
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HAllB2£BIftCDfEM 

HeLa« (A B ^MM OHO <£<9lfA) Sr. f^-^SLfc«Jif (^T, D 
CC-FBS)3 %$r£t?7^S— /VWK^^Dulbecco's Modified Eagle Medium C£1T, 
7x7- /H^K75- DMEM) -e^ifci#*Ut, MMTV-Luc-Hyg^*— (T^Kn 
-yi/l^^/^i/^.^l/^>^hiL"Cmouse mammary tumor virus long terminal repeat ^r~h 
oV*°- ^9^5K:A.T.C.C.J;«9MALfcGM-CAT^<^— (A.T.C.C. No.6728 

£ P SG5-hAR-neo (fc^T^Kn^^^ftco^^S^— : SV40^V^e— ^ 

^^Itttjtfc^^ALfc^^— ) FuGENE™6 Transfection Reagent (Roche £ 
^9A^bfc)^ffiV^'CHeLa»aI^^^:h7^^^> / 3^LfCo 
[0797] h^^^Sv^tdmMi., 500 ju g/mLO^tv^^y, 300 n g/mL<D/^^ 
u^^^iU?10 %^Mjk^(J^T, FBS)^tpDMEM-Ci:fa-r^^^i;t9, 

/Co #£>tWc^n— >-(llAHB2;M) f*400 n g/mh<D^^4^>, 200 n g/mL<D 
^^^p^v-^^t^io % FBS^t?DMEM-C*i^-«ftb, T>Yn^U^^ 
— W/tf— S?— >T^4MM<7)3^4B WiKlO % DCC-FBS^ti^m/— /VW 
K^y-DMEMT?liftb^ 0 

[0798] ummizTisvvv^&mzi^zT^-xhftmiDMfr 

HAllB2lBJ!ft£r3 % DCC-FBS^ra-^my— /VWK^y— DMEM(1^T. T^-fe-T 
j^^-ei.OxloVwellir^Si^ fi-fe-^yr#hA96 well-^f^n:7V~- h(COSTAR) \Z. 

MMWb&tott}tt&M4k&fa<Dl&Mgt&U 10, 100, 1000, lOOOO nmol/L&fc 

sj^sfctmu 48m$mm&. m^m&m&wMut 0 te^H*»Bnght-Gio™ Luci 

ferase Assay System (Promega)'!?$ l J5fel^fco 
[0799] ±|E<D#j£-?}H5£Lfcte^&1£a^ 0.1 nmol/L DHT^i^fe^ttfjfi^lOO %, 
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[o8oo] ^mziz^B^^mm^m±^z>^^zMm^mM 

HAllB2|0S^^T^-fe-l'Jgifi-ei.OxlO 4 /well^^^J:9 &&'?})TtfbJ*96 we\l^4? 
MCOSTAR) KHSSU — &ftJ£*LfCo DHTSrg'tfTy'fe^MiSrDHT©!!* 

£\ ^JfefWb-^^^c^tkKWb^^ll-MS^K 10, 100, 1000, lOOOO nmol/L 

ht-Glo™ Luciferase Assay System (Promega) XW^ELsfc, 
[0801] ±m<D&m^mfeUdfe!9te&t>>t>, 0.1 nmol/L DHTfc«k5te^£tM5:100 %, 

[0802] ^i**5S [1**^2] -ctt, T^f^-xhm&bT^-xhm&b&mtw^t&yo 

C50fit«50 %^tp2^oii:^j:«9^t±iLfc 0 

[0803] ^K^Jl*3j;t52(Dijg^Sr^lfC7pt*o 
[0804] DftlO-1] 
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Si 





EC5(nM) 


IC50(nM) 


EC5/IC50 


4 - [ 3 - (1 —=n. h^v*;^;!/^ 
Wls-A-jAd -4, 4-i?f?*;i>- 

5 y - 2 y-f s y ✓ y ^ v 


8000 


80 


100 


4- [3- (i-7tf;^yv?y-4 
-4M -4, 4-^^/v-s-^y 
- 2 -tt*y<< 5 *v y v^- 1 ->r/u 
] - 2 - h y ^/v^n y 9-/w<»^- h y 


>10000 


300 


>33 


4- [3— ( i y >^/Vxfs j^/ut^ y 

^V-4-*fA0 ~4, 4-^^/1"- 5 

i — <M - 2 — b y ^/u^-n y 
y-hy,v (ieft« 5 coft'g*!) 


>10000 


300 


>33 


4- [3- (1 -r^A-t^y v^-4 
-4M -4, 4-y^f;P-5™^y 

- 2-^^y-f ^ ^vy v^y- 1 -^yy 
] -2-^pt^^y^byyu 


>10000 


200 


>50 


4- [3- (i-^ut D ^yvt^y^y 
~4 — f/v) -4, 4-^y^y-s-^ 

— 2— ^np^y/^MJ/v 


>10000 


300 


>33 


4- [3- (1 -^o^^>^/V^^.7^t: D ^ 
y 4—^/1") — 4, 4—*s**?jV— 

5 -^y- 2 -^aMry>f ^ *v y i?>> 

- 1 — fyb] ~2-y t^a-<> y^. h ij/w 


>10000 


300 


>33 


4- [3- (1 -ai^V^yV^^t^y 

vy~4--Y/V) -4, 4-^y^-yu-s 

-^y-2-^-^y-r ?^yy ^y- 
i-^jU] -2-?PD^y/^ h y/v 


>10000 


300 


>33 
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4- [3- (1 -^^>^7V^^/Ut c ^y 
^-A—^JV) -4, 4 — Z?^^/V-2 

, 5-v^h*y^ ? ^yy i-j a< 

] -2- MJ ^/V^u^^/W-3-^^ 


>10O00 


600 


>16 


4- [3- (1 — ^u;<>>^/V$s^.;V\i°-< 
V -J^s— 4—-i JV) ~4, 4--J^^JV- 

y^ 

i i m&m) 


>10000 


300 


>33 


4- [3- (l-yDWx^tWijyy 
-4_^/U) -4, 4-^^-2, 5 

2 — ^ p n - 3 y f;l/Xyy^ h U ;V 


>10000 


700 


>14 


{ 2 - ^ P p - 5 - [3— (4->77~ 
3~fP7/V^U^^7x-;V) -5, 
5-^^-2, 4-^*y^5£V 

K ce^a-^tvw (lateral acofk-a^ 
) 


> 10000 


200 


>50 


4- {4, 4-S^9vV— 3- [1- (3 

/v] - s -sh^y- 2 -^r^y-f ^ 

<?a^is*s^ hvsv {m^m 1 4 dxt-g* 
) 


>10000 


200 


>50 


4- [3- (2-T±^VT 
7^V-5-^/l/) -4, 4-v^^VV 

- 5 — ;^ry— 2 — ^-^y^ 5 ^/Uv 5 
l— T/i-] 


3000 


40 


75 


(5- [3- (4-^ry-3-fy7;v 

- 4 y - 2 -Ttt y-r ? *v y ^ 
v-i-^fyv] -^y/fry^-2- 


>10000 


100 


>100 



[0806] [it 10-3] 
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{5™ [3- 
Z7*l—sU) -5, 5 —Vy J-JU— 4 — 

/v] — <yyf7y u A— 2 — fyv} 
7 


>10000 


200 


>50 


{5- [3- (4-v^77-3-^PP7 
a: - yV) -5, 5-v ? 7 t ^-4-^^y 

- 2 -~^-=¥ y^r ^ y 1 


>1000Q 


100 


>100 


N- |2-?pp-4- [3- (4 -v"7 

y- 3— h V ^^Jr^^^/vy^z^jxy) ~ 
5, 5-v^y^-2, 


> 10000 


BOO 




4™ [3- 7-4-^ 
nt/7x";V) -4, 4 — v^fvl— 5 - 

--Ok] - 2 — hU vvuod-n y ?;^<yy 
^hy/w 


>1 0000 


900 


"DO 


4- [3- (3->< y/n^y*;^ 
/^T^y-4 — ^PP7x^) -4, 4 

-v^y^u-2, 5— s^^y^^y 

v?>-l — f/U] -2-fy7;^p^f 

/i^yy- h y /v 


>10000 


500 


>20 


4- [3- ( 3 b *Zs%/u&~ji'T 5 
y-4-^nn7x^;I/) -4, 4-v^y 

^JV 2, 5-^W;^;y^y- 
i — f/w] ~2-y h^-i/^y^ h y 


>10000 


200 


>50 


4- [3- (3--f y7 p p^>^^- 

;PT5y- 4 ^pp7^V) 4, 4 

yy-i^/i^] -2-^h^yy^ 


>10000 


400 


>25 
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4- [3- (S-n-^n/m*/^ 
)VT \ J — A— ; J n p -4, 4 

syy- 1 -^a-] -2-y F^r^yy^ 


>10000 


200 


>50 


{2-yuu-5- [3- (4-^7/- 

y^y-i — f/u] 7x^.M —y/./u/^ 
ygt 3 - 1 Kp^ iy^pr bV^^-^A- ( 

mmm 2 7 <zxt;^#o 


>i nofin 

J. Uuvu 






{ 2 - y ^ - 5 - [3- U-v-ry- 

3-MJ7;^n^f/V7x^l/) -5, 
5-^^-2, 4-vo^-yy %<F*S 

y^ 2 - -yy ^v^t ^ y ^?yi^;*7vu 


>10000 


500 


>20 


{2-ynn-5- [3- ( 4 - y'T / - 

3 — MJ ^7^uy ^-/V^m^U) -5, 

y^yy-i— rvy| y^^M — #/w*5 

V® 2- (4-y f;I/^7^~ 1 - 

#3) 


>10000 


500 


>20 


{ 2 - y U cz — 5 - [3- (4-^T/~ 

4-y^y^^/yyy-i 

— fVKl 7xn;V) — #/W<$V8£ y^ 


> 10000 


500 


>20 , 


[ 2-yptr™5- [3- ( 4 - y r y - 
;j-ynp7 r _-y -5, 5— yy^/P 

-2, 4-yt^y-Y^yyyy-i- 
y fv>r ? y ^^yun;* =t}\s 

l<0fb&*>) 


>10000 


600 


>16 



[0808] [^10-5] 
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j {2-^pp-5- [3- (4-^7V- 
3- h!J 9vK7ai=i ;V) -5, 

5-^^-2, 4-^^y-f 

VS£ 3-v^y 3v hVU^^ 7^ 
/> 


>10000 


500 


>20 


{ 2 - ^ n - 5 - [3- (4— v"7V- 
3 ~ b !J f ;P7x^/l/) —5, 
5-^^-2, 4-S*tf-*y-f 
y v>y- 1 --Y/V] y^^/v} -^;/W^5 


>10000 


300 


>33 


4- [3- {A-i/TJ — 3- by y^V^ 
n^Wx-^) -5, 5-^^- 

4-^y-2-f^y-f ^yy^y 
— tv*y ^v— i— *;w^y 

Sfe 2 - v?^ f ;i-7 ^ / /vx^f ;w ( 

3Ufe#!l3 e*>ffc:-&*) 


> 10000 




-* z u 


{2-^uci-5- [3- [4-yr/- 
3-Hj7MP^f;W7x-/V) -5, 

s-v^y^v-2, 4-^^-y^f 

U — 1 — y ;l- ! ^7 — rl /L' - < ^ A y 

_S S ^ _|_ / j ^ 3t- w— »/ \r J /J / V/ ^ ^ 


>10000 


700 


>14 


4 [3- (l-^^/yr?/^^^^ 
tr^y v 5 ^— 4 — f/u) -4, 4-^y^ 
^v-5-^y-2-^^y^ 5 ^vy 
^v- i — -Y/w] - 2 - b y y/u^-u y ^ 
yw>y ^ h y /i" 


> 10000 


1000 


>10 


4- [3- ( i - n -"/p tv^r 3: / )nv 

#n;I/t p /<i)v5y-4-^;l/) -4, 4- 

^y^vw-5-;t^y-2 -^h^y^ 5 


>10000 


900 


>11 
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4- [3- (l-xf^T?/*;^^ 
is>>— 4 —<<f/1s) -4, 4-v^y^ 

y^ tlBKW4 0^)fb-&4W 


>10000 


1000 


>10 


4- [3- (l-n-yntW7^;*/l/ 
*-;i/tX]j>?y^4~^;V) —4, 4 — 

v^^/w-s -^y-2-^^y-f 5 
yv^y/v 


>1 0000 


500 




4- [3- ( 1 -x^;V7 ^ J 
h 0 ^y^V-4 — f/V) -4, 4-v?y^ 

/v- 5 -^y-2-f^y^>^yy 
/^yy^ b yyu 


>10000 

J.VVVV 


700 


>14 


4- [3- (4-vry-3 - h y y;M- 

uy^/tx^a:^/V) -5, 5— ifff-JV— 

4-^y-2-^^y-f ?^yy ^y 
-l — f/v] tfwy yy- 1 

(?l^j4 4^t^) 


>1 0000 




-- -LO 


4- [3- (4->77-3 - b y yyv^- 

4-^y-2-^^y-r s;£Vy >>y 
-l— >f/i/] t: ft -<y v?y- i -#.n^Ky^ 


> 10000 


1000 


>1 0 


{2-^nti-5~ [3- (4->77-3 

- 4 y - 2 -^j-^ yy 
^yy y -yy— 1 — -Y/kl y^=^M— 


>10000 


300 


>33 


{2-^p-5- [3- (4-yry-3 
-ynn^^.n/w) —5, 5--yy^v- 
4-^y-2-^^y^ ^y 

(*sfe#j4 7<&ik^m 


>10000 


300 


>33 
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{2-#uu-5- [3- (4— >7V-3 

- 4 -**y- 2 -f^y^ s y 

— t KP^^f/VxXT^ 


> 10000 


500 


>20 


{Z-^nn-5- [3- (4-iXTy-3 
-h!i7/^P^f^7x^) -5, 5 
- ^vL— 4 — y — 2 -^yf*r 

^ yi2, 3— Kn^>^ut>x 


>10000 


300 


>33 


{ 2 - 7 n u - 5 - [3- (4-^77-3 
-^p r2"7^.-yw) —5, 5-^f;u- 


> 10000 


300 


>33 


{ 2 ~ ^ u t j - 5 - [3- (4-yry-3 

-> h^>/7^r^) -5, 5-v>>9vU 

- 4 y- 2 -tt^y << 5: y 


>10000 


1000 


>10 


{2-^un-5- [3- (4— >Ty-3 
— MJ ^^^-py ^vI^^l^/V) -5, 5 

-^f^~4-«y~ 2 -T-^y-Y 

s< ^ 2 - is* ^vKT ^ J 


>10000 


300 


>33 


(2-^nn-5- [3- (4— >9V-3 
-^qq7xn/V) ~ 5, 5— tJftf-fV— 

a -**y- 2 -9=-**y-f 3 y 

— v^T ^ y ol^Vwcd^tvv 


>10000 


300 


>33 
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{2-^n-5- [3- (4-vry-3 

-y y*rZsy=.~M -5, 

f/V] 7x^}-^/W^^- 
(*»«5 4Wft*ft) 


>1 0000 


500 


>20 


N - {2-WX2-5- [3- 

/ — 3— YV 7^n^f;V7x- /v) - 

5, 5-^y^/V-4-^y-2-^ 

*y>f — fjU] y=r.-jv 


>10000 


700 


>14 




>10000 


400 


>25 


{5- [3- (4-v-7;-3"HJ7^ 
n^f;V7^-;l>) -5, 5— ^^/V- 

4 y - 2 -^-^y-r s y 




OVA/ 


son 


{5- [3~ (4™v'7y-3-MJ7^ 

^y^/vy^—/v) -s, s-^y^vv- 
4 -^y- 2 -tt*y>f s ^yy 

-I — f/v] t o y^y-2 — f;^/w^ 


>1 0000 






1 -{5-[3-(3-^pp-4-v'7;7 

2 -^3-y-Y ^yy^y- 1 — y/i>h 


>10000 




- — U LJ 


1 -{5-[3-(3-^PP-4-^7/7 

2 y-f 5 y ^y- i — f M*< 

y/f7^-2-^M-3- (2, 3 
WJ6 2<DiV&m 


> 10000 


1000 


>10 
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1 -{5 -[3-(3-y 7 

%-*?it*y4%#W i?y- i ->f /kH 
yy^Ty— JV-2 — (2-t 


>10000 


300 


>33 


{5-[3-(3-^nn-4-V7/7x^ 

yv)— 5, 5 -v*y ^yv-4 -t^y- 2 — 
^-^y-Y spy? Wis- i --f/>H>/ 
f/y-^- 2 — >f yvh&yi^** 2 -v 5 
y ^v>r 5 / ^^u^x^A- 




200 


>50 


{5 - [3— (3-yuu-4 - v- t y y ^ 
y^) — 5 , 5 -v>y 3vV- 4 — y — 2 — 

7 £ -7v^;v-2-^/v}A/w^;yi2, 3 
— t: Kp^t yy p tfy Pm;* TV v 






- 


a)- 5, 5—^5 L yv~4— ^y— 2 — 
5-^-^y-f ^yy^y- i —sfM*<isy 


6000 


1UU 


uu 


N-{2-^nn-5-[3 -(4-^7/- 
3 — h JJ 7;V^P^ ^vV^rxi^/V) — 5, 5 

-v>y ^VV- 4 -^y- 2 

^VU i-^]y^~yu}--.xy 

v^V7; K 


>10000 


1000 


>10 


3 -[3 -(3 -y pu- 4 -iyry 
y^/v^y7? K 

(HWW6 8 tf>f 


>10000 


400 


>25 


(5-[3-(3-^nn-4-^7/7x 
— yv)- 5, 5-y>f;i/-4-^y-2 

^yvr ? y a^um^-Tvix 


>10000 


500 


>20 
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{ 5— [3-(4-v-7V-3- b ] J V/V± 


>10000 


500 


>20 


Jfc$H5!ll 


0.08 


1 


0.080 


(BP- 1 3 9) 


3000 


800 


3.8 


ifctt0!l3 
(fcftf/W ? K) 


20 


300 


0.067 


.tfc«M5!l4 
(t Ku3->:tvi^ 5 K) 


10 


100 


0.1 



[0814] lt^!jl:#^ I F4-308579(D^'!jl2CD>fb^^(4-(5-^-dry-2-^^y-3 

, 4, 4- hyy^vv- i — f^vyi^vH - 2- hy ^/v^tiy^vw^yy^ mj/v) 

lt^J2:#^5pl0-510845(DHJi#t|15(Z)^b'^^l (4— [3* - (2"— N-T*fe^ 

/kr^y^/k) -4', 4' -^y-2' -^h^y-i' --r^yvy 
- 2 - hy ^/v^-py^/v^>-y^hy/v) 

[0815] T^^^tt^^^^^T^Kny>'^J^bT©^M«EC5/'IC5afii[SrJt 

K«^^^j:«9^ji(f-r^^^-e^o EC5/ic5ofli[^iajv^b-a^»ttj; 

t)0*bV^*Sr*f S^fb^b-Cfc?), EC5/lC50jft«, J|#:|ftSU35^-t, 

[0816] nmmite£.Tf2Km^x^ 

[0817] *&m<o&(x)^£tizib&<foti, li^iasryKn^vig^fa, 
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[1] 5£ (I): 



x R 2 

X 2 Y-Z-R 1 ( , ) 



Wb2] 




1-4 

1-6 

1-6 

E 1 ^ 141^ *gfe^ ^n^VJg^, C T/l^/^ Wl, C X/V^v' 

1-4 1-4 
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1-4 1-4 1 

-4 1-4 

Z13\ -CON(-Ra)-. -CO-, -COO-. — NRa — C( = NH)N(— Rb) — 
, — NRa— C( = N — CN)NRb — , -N(-Ra)COO-, -C( = NH)-, -SO - 

2 

, -SON(-Ra)-, -SO NC-R 1 )-, -N(-Ra)CO-, -N(-Ra)CON(- 

2 2 

Rb) N -N(-COR')CO-, -N(-Ra)SO - N -N(SO r')SO -N(-R 

'2 2 2 

a)-, £fci*-N(-Ra)SON(-Rb)--efcl9; 

2 

1-6 

3-8 

3-8 

1-4 1-6 1-6 

#f£l&<)^M^VJMi\ 7K^, v-7V^ ^y^, -CONRa'Rb 1 , — N(— Ra 
)CORK -NRaW, -N(-Ra)SO Rb, -SO NRa*Rb\ -SO Ra, -COOR 

2 2 2 

a, -ORa. ry— — fpiS;S, c y^pr/v^s, *5J;tk; v-y^r/v 

3-8 3-8 
3-8 1-4 1-4 

DiH\ tK^S, -COORa^^jl^tt^l^iwmmSi-iDM^n-CV^-C^J: 

Ra£>£tFRbf^ WdLK. 7kStMT\ -P( = 0) (-OM) , C T/V^/V^^XI 

2 1-6 

1-6 

/V/K— /VKte. yfcKS, C 7/V3^fi/g, ^n^VJgH\ -NRa'Rb 1 . -COORa 1 

1-6 

Ra^ilFRb 1 ^ aSciJ:, ^M^&^W; T/^/vS^ibSl#l$tu ^-c. 
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1-6 

1-6 

m^ti^m±<DW:mm^xmm^fix\^xhx<; 

Zfi— CON(-Ra) -^fc{*— CO--Cto< ; 

1-6 1-6 

[2] ^(IM^^T, -Y-Z-^-p-fBcOYZ'—YZ 7 : 

Wb3] 
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1-4 1-4 
1-4 1-4 

C T/l^/KT?/^ v> (C T/V^/V) Wr^/H^ C 

1-4 1-4 1 

7/^;^77^S^ #5 XXfi? (C T/V^r/V) ;VK7r ^iWS 

-4 1-4 

X 3 , X 5 , X 6 , X 7 &£TfX 8 ^ m±LLX, CH&XXJtNfabmiR&tl. <BU X 6 , X 7 £>J; 
OX 8 }i|H0t^CH-efi^< ; 

x 4 {*. -ch -s- % o , */c« - n ( - w) - -efef? , fcfcU X 3 *dJ;IFX 5 

2 

a*£ 1 fcU:CH(Di§^\X 4 kJ:-CH 

2 

Wte, **JlW\ C TAs^/V^ C T/Vn^vS, -SO Ra, -SO NRa x Rb\ 

1-6 1-6 2 2 
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£fcf3-CORa-C&9; 

z\z\ z\ z\ z\ Z 6 *5j;tJ?Z 7 tt, -CON(-Ra)-, -CO-, -COO-, — N 
Ra — C ( = NH) NRb — N -NRa-C (=N-CN)N(-Rb) — , -N(-Ra)COO 
-C( = NH)-, -SO -SON(-Ra)-, -SO NC-R 1 )-, — N(— Ra 

2 2 2 

)CO-, -N(-Ra)CON(-Rb)-, -N (-COR 1 ) CO- , -N(-Ra)SO 

2 

-N(-SO R^SO - x -N(-Ra)-, itfUtt-N (-Ra) SO N(-Rb) — ~Cfe«9 ; 

2 2 2 

fcfcU ±|Bx 1 *5J:tfx 2 3^i:t>fco-cfc»j, -y-z-^yz'—yzV^T jfa&^fc 
[3] AtiK TkmW^. YVZ7;V^rn^;vm, t^n^m, =^?vm, ^MM^. itfitttY 

[4] x^so-efct), x 2 ^o£7c«s-e&3, ft 5£ijCi~3<DVN-f ^iil^ta«<^b-^ 

[7] iCftVvC, -Y— Z — #5TS#>YZa\ YZb\ YZa'&J^YZa 3 : 

MM 
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(E 2 )n 




YZ a 2 YZ a 3 



[5£*K Z\ z\ Z\ E 2 *5j:t>n{iff ^3®2tC^b^*5?)-efeS] 

[8] 5^(1) i£:}3Vv-C, -Y-Z-^-f ^OYZa\ YZb\ YZc\ YZd\ YZe\ YZf\ YZ 

a 5 N YZa 5 , YZb\ *5«J;tFYZc 5 : 
Wb5] 
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YZa 5 YZ b 5 YZ, 5 

[5^, Z\ z\ E\ W*3<fcTJ ? nfif»^2^^ab^*3«5-C*)«] 

[9] 5^(1) iC&VvC, -Y-Z-^T^OTZa\ YZb 6 , jo^OTZc 6 : 

Wb6] 




[10] ^(DlCfcVvC, -Y-Z-&T& t <DYZa\ £fc{*YZb 7 ; 

Wb7] 
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<E 2 )n 




[11] Z\ Z\ z\ Z\ Z\ Z 6 *5it)?Z 7 ^ N -CONH-, -COO-, -NHCO-, -NH 
CONH-, -NH-COO-, -N(COR')CO-, -NHC( = NH)NH-. -NH 
C(=N-CN)NH-, -SO -SO NH — , iJoilF — NHSO -frbM$l&frl% 

2 2 2 

[12] E 2 #. *BIS, JfiafflK^ 7yil^, 7^/1^ ^/H. ^NrVS, ^h^K 
[13] B^S, a&iCd, ^ny^I^, tty&, #A"< s £<4A'^ C T/V3c;Vjj/Vs^s( 

1-4 

/vm,i?(C 7;V^;V)ti;V/^^;vm,C 7/I^/V7J/V*— /V75/^ 75/1, 

1-4 1-4 

C 7/^75/1,^(0 7/W3VV)75/S, C 7/^/^*^75/1, 

1-4 1-4 1-4 

^/V7rWS,C 7/^/W77^/VS//(C 7/^)^77^/1' 

1-4 1-4 

1, C 7/V3VK*/V*~/H, */l/jJ?s3f^;va, C 7/l^:3ei/#/Vtfc-/VS, tK 

1-4 1-4 

ndri/L C 7/V3dr^S. t 0 -<7^/H, t°^y v^/VS, t°ny>^/H N tfUS? 

1-4 

v?^/H, t°^y v/n, t-ny^/H, t°y v/n, -f5^y/H, ^/i^yrvH 

, ^-/H, ^7yy/H54, C 7/l^r/H, C 7/V=3->^ /Nn^llf, 

1-4 1-4 
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[14] BfiK m&te. Tkmm. ^>vm. n-/nt>s, i-^otvn, 

5WT$7^ ^/KT5/S. v^^/VT^S. 

^»tr-^9^/vS, t°^y^s, tfpyv^/i^ try^/i^ -r^^yy/H, 
7l ^y ^m-,^ f7/y;H(4, jfcifc^ ^/v^ #A^3r 

|f^Jgl~l3(DV^Tt^^ i lIH^fB^g^b^, ^EKIW^fF^Jfi, ^©7pK 

[15] R 1 /^ afidrjC, 7k*jJjH\ T^jm, C TVl^r/K^/S. ^(C 7V^/V)T57 

1-4 1-4 

& C T/V^r/VS, fcKn^C T/V^-;V^ v^K^^C T;V^;V^ hVKV* 

1-4 1-4 1-4 

dr^C TVl^/VS, C T/V^^VC 77^/1^. tV*^— /H, If-^v^V 

1-4 1-4 1-4 

C T/V=¥/VS, C T/V^/VfcV^^rvl^ (C T/V=¥ /Mf^S^/V) C TVV 

1-4 1-4 1-4 1-4 

t^yv^/V^ C T/l^/Mf^yvVl^ (C T;V^r;V\f^)^;V)C T 

1-4 1-4 1-4 

;V^;V^ T^/C TVl^r/l^.C 7/^;H,^(C 77V=¥ 

1-4 1-4 1-4 1-4 

/v)r?./c T/v^jvm, ^7^S> t^y^/v^, t°ny-7^s, try^/v-s 

1-4 

, ^^/^ f^vy/wK, ^e/i^y-zi^ t^^^/vc tr^y 

1-4 

1-4 1-4 1-4 

rc-/kC T/l^/V^ ^—/l^, 7i^/VC TW^r/VS, C ^7^1 

1-4 1-4 3-7 

„ c ^^p7;^-;H, c ^n7/^/vc tvi^t/i^, ^fc«c ^n7/v 

3-7 3-7 1-4 3-7 

sr^/vc T/v*r/vm^&>z> ( m Rtr^9^/v-36, t°-^y -7;vS, t°uy s*=vi^ t° 

1-4 

ysVi^ ^-/v^ N -f^Vy/i^ N ^e/k^y^/v^, c ^d7;v 

3-7 

3-7 1-4 1-4 
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[17] 4- [3- (l-^h^f^/^^/Vt^y^-4— i;V) -4, 4-^^/V-5-^- 

y - 2 - ^-^y^f^vy ^ - 1 - y/v] - 2 - hy y/^ny^-/v-<^y- mj/v ; 

4- [3- (l-^h^>^7/P^/Vt 0 -^y> ? y-4-^7V) -4, 4-> ? y^-/v-5-^- 

df- y - 2 - ^^y-r^^yy - i - -r /v] - 2 -ytm-<yy^ hy/v ; 
4- [3- (i-^h^y#^#— zM^yyv-4-^yv) -4, 4— 
^y - 2 - ^^-^y-r^^yy vv - 1 - -r/v] - 2 -y nn - 3 -y^vw< vy^hy ; 

4-[3-(l-Tir^-/Vt:°^<yv 5 y-4-^/V)-4 ) 4-> ? y^/V-5-^y-2- 

^^y^r^yy^y- 1 -^vv] - 2- byy/i^ny^yi^<yy^y/v; 

4- [3- (l-rcy^/^^/Vt^y^-4-^V) -4, 4-v?y^/V-5-^-dr 

y- 2-^^yy$yvyyv- 1 — i>v\ - 2 - hy^^-ny^v-^^y-hy/v ; 

4- [3- (l-Tir^/kt°^y> ? >-4-^)-4, 4-v ? y^/^-5-^y-2- 

^^y^r^yy^y- 1 --M -2-ynn^yy^hy^; 
4- [3- (l-yVt-^/vty^yv^-y/y) -4, 4— s^^/v— 
2 - ^df-y-f^f yy - 1 — ivv] - 2 - y nn-oy^hy^ ; 

4- [3- (l-y°n/^JVV*— /Mf^yvV^-y/y) -4, 4-v ? y^vV-5-;t 

*t y - 2 - ^^yy ^yvy - 1 - -f/v] - 2 -^nn^yy^ hy/^ ; 

4- [3- (l-^y^/^^/Vt°-<yv?^-4 — <?V) -A, 4-i?^/V-5-tt 

y-2-^^yy^yvy 1 -^] -2-yad^^y=hy^ ; 
4-[3-(i-^yy^/p^/vt°-<yv ; ^-4-^yv)-4, 4-^^-2, 5- 
y^^yy ^yvyyv- 1 — ivv] - 2 - l-y^/i^j-ny^/v- 3 -y^vw<yy^hy/v 

4-[3- (i-y°nyN^/v^/vt°^yy ? v-4-^/v) -4, 4-y ? y^vv-2, 5 
- ^y - 1 — f /v] - 2 - y - 3 -y^vw^yy^hy/v ; 
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4-[3-(l-7°nt°^/Vt: 0 -<yv ? V-4-^/V)-4, 4— 
{2-^pp-5-[3- (4-v / Ty-3-MJ^/P^-n 7 (^/v^ ;n -7V) -5, 

4 - { 4 , 4 - tW/l' - 3 - [ 1 - ( 3 —Ff-lVff-yfr) -t^y^^-4 - - 5 

4- [3- (2-TtW^^/f7^- -4, 4-VW/V-5- 

^y - 2 - ^^y-r^yy >?y- 1 — f/v] - 2- hyy/i^ny^vv^yy^hy/v 

4- [3- (2-rtw^/'<y/f7/-;w-5-^) -4, 4-^y^/v-5- 
^y-2-^dry^r5:^yyv > y-i--i'/v]-2-ynn^<^y^hy/v; 

4- [3- (2-r-fe^/vT5:y^<yy^Ty— /v— 5— w>vO -4, 4-> ? y^vv-5- 
^y - 2 - ^^-dry^5^yy> ? y- 1 -- ivn - 2-y h^y^y-hy/v ; 

{5- [3- (4-^Ty-3-hyy/v^-ay^/ky^/k) -5, 5-^y^/v-4-^- 
^y- 2-^^y^ryy^y- 1 --f/v] -^y/f7y-;v- 2-^;>}^7 ; 

{ 5 - [3 - (4 - v-ry - 3 -y h=¥ v-^^^/v) - 5, 5 - ^y^vv-4 - tty - 2- 
^^yy^yy v?y - 1 - ^v] - -o-y ^ry — 7V -2-^v}^7; 

{5- [3- (4-y7y-3-^oP7x^)-5, 5-v ? y^/v-4-^y-2-^ 

^-^•yy^yvy 1 — m -^y/f7y-^-2-^}^k7; 

N-{2-ytm-4-[3- {4-%yT / -Z-YVy Mxi^/vy x.^;V) -5, 5- 

^y^vv - 2, 4 - stttysf^sv *Ji/-i- <<M - -7^>v } - 2 - tf^^v - 

4- [3- (3-Tir^/VT$/-4-ynn^ai^/v) -4, 4-v ? y^VV-5-;3-3ry 

- 2-^^y-r^yy v?y- 1 — tvv] - 2 - hyy/^ny^/v^vy^hy/^ ; 

4- [3- (3-^yyn7Kdr^/V^/VT57-4-ynti^cn^/k) -4, 4—&* t ? 

/v-2, 5-^^y^yyy^y- 1 -y/v] -2-hyy/i^tiy^vw<yy=hy/v 
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4- [3- (3— ^.h^-V^/l^i?— /VT^y— 4— ^aa^ai=/V) -4, 4-SWvV-2 

, 5 - iZtt-y^^sv t» - 1 — M - 2 - y h^>-<^y~hy/v ; 

4- [3- {Z-^y?vtf^s%;VT$^;VT^;-4-?nu~7^/V) -4, 4-vW 
/W-2, 5-my>f^yS^- 1 — M -2-yh^v-^y^y^; 
4- [3- (3-n-7°t27^df^/V7K^/VT5y-4-^titi^^/V) -4, 4— 

{2-^nn-5-[3- (4- - 3 - hU :7/l^ny^vl^n^/k) - 5, 5 - 
{2-^nn-5-[3- (4-^Ty-3-MJ^/V^-n^/V^—7V) -5, 
{2-^PP-5-[3- (4-^T7-3-hy^/V^-n^/V^^V) -5, 

/i— 2, 4-iW^y>r^^y^-i->r^]73iriyv}-^/w^^ift 2-(4-y 

{2-^n-5- [3- (4-^77-3-^1-^7^^) - 5, 5— 4 

-itttyj^SWls- 1 l7V]7^^/V} -^/W^i^lfe ^jV^TsriV; 

{2-ynn-5-[3- (4-v'7y-3-^nn7xr:;V) -5, 5-v ? ^/V-2, 4- 

iftty^jr-sviSi'- i-4^ly^M -%/w**>& 2-^y^-/vr^y^ 

{ 2 - ^pp - 5 - [3 - (4 - v"7V - 3 - hy^/l^ny^/K^^/V) - 5, 5 - 
A— 2, 4-v > ^y^^Vyv > V-l-^/V]7rn^/V}-^7/V/^5V|i 3-^y^/V 

{2-ynn-5-[3- (4-^ry-3-hyy/K^ny^p/K7;n~/v) -5, s-v 5 ^ 

/V- 2, 4-v ? ^-dry^'^Vyv ? >'-l — M7x^}-*/W^yg 4-fcRudr 

{2-ynn-5-[3-(4- y// - 3 - hy y/v^ruy^/vy^M - 5, 5 - ^y^- 
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;V-2, 4— y^y^yV>yy-l-^/V]y^/W#/W^y^ 2-tert-^h 
4- [3- (4— XTy-S-hyy/V^y^Vvy^rvV) -5, 4-;*-^ 

y-2-^^y^yyyyv- 1 -4>v\ tf^y v>y- 1 (2-iW- 

4- [3- (4-VTy-3-MJ7/V^-a^/^ji^/V) -5, b-^^/V-4-^ 

y- 1 — r/v] t°^y^- 1 -#/w-^Hfc 2—yy^- 

{ 2 - y mi - 5 - [3 - (4 - yTV - 3 - hy^/V^ny^Vv^zvv) - 5, 5 - 
4- [3- (l-^/VT5:/^/V^/H: 0 ^yv ? y-4-^/V) -4, 4— ^y^/v-5 

-tty - 2 - 5^-=^y^yyy^y- 1 --f/v] - 2 - hyy/M-ny^yv^o-y^h 

4- [3- (l-n-y'dtv^T^y^/^— /vt°^yv ; y-4— f/v) -4, 4->w 
/k- 5 -«-y- 2-^dry^yvy v?y- 1 ->f/]yj - 2- hyy/M-ny^vw<y 
y-hy/v; 

4- [3- (1-^;VTK/1j;Vt$~ /U^-<V^>-4-4/^) -4, 4-v ; y^/V-5 

-^y - 2 - ^dry^r^yy i/y- 1 — M - 2 -y tra^o-y—hy^ ; 

4- [3- (l-n-y > nt°/kT^y^/^^/Vt 0 ^y^-4--Y7V) -4, 4-v^y^ 

- 5 - ^y - 2 - ^h^y^yv y - 1 --f/v] - 2 - y tm^^y^y/p ; 

4- [3- (l-^7VT5/^/V^/Vt°-^y> ? ^-4--l'/V) -4, 4-sW/w-5 

- ^y - 2 - ^^y-f ^yyy -yy- 1 — m - 2- by^/v^-ny^-/v-< vy^b 
y/v; 

4- {3 - [1- (2-v ? y^/vT$y^^/v)T5y^/v^/vt°^y> ? ^-4-/r/v] - 
4,4- vW/v - 5 - ^y - 2 - ^^y-f^yy y - 1 - ^f/v } - 2 - hy y/v^- 

4- [3- (4-i yry-3-hyy/v^-ay^/vy^/v) -5, 5-^y^/v-4-^ 
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y - 2 - ^nr^M^/y vV - 1 - <i)V\ t°-<y ^ - i - yj/v^v^ 2 - 1 Kn^ 

4- [3- (4-^T7-3-MJ^/V^-P^^-/V^^— /V) -5, 5- i^^/V— 4-^"^ 

y-2-^^y^^vy> ? >'-i-^7v]t 0 ^yv ; ^-i-^7/^v^ 2, 3— 

{2-^ti-5-[3- (4— yry-3-hy^/v^-ny^/v^cn^/v) -5, s-^y^- 
- 4 - sh^y - 2 - ^h3ry-r^y* y y - 1 - -ivv] 7^ =. } $>;vs<v*/¥& 2 - 

{2-^on-5-[3-(4-W-3-^nn7x^)-5, 5— SW/V--*-;*- 

y - 2 - ^^y-i^yv y vV - 1 - -f /v] y ^ ?v } yj/w^><^ 2 - tKn^ 

{2-ynn-5-[3-(4-v-T7-3-yh^y^oi^/k)-5, 5— S^?^Vl'-4- 

- 2 - ^^ry-^^yy v 1 ^- 1 --m 7x=/i/}*/v/^vi 2 - tKn^ 

{ 2 - ynn - 5 - [3 - (4 - i/7V - 3 - hy T'/l^-ny^vVT^rvV) - 5, 5 - 
;V-4- 1 --f/V]7x^}*;W^y?| 2, 3 

{2-ycm-5-[3- (4-- >T/-3-^ni37x^)-5, 5— — 4-^" 

df-y-2-^-^y-r5y"yy> ? >'-i-^/i-]^ 3 i^/v}^/w^^^ 2, 3—^tKn 

{2-ynn-5-[3- (4- VT7-3-yh^r^^/k) -5, 5—5^^7^-4- 

^=3 f .y-2-^-^y^yvy> ? ^-i--('/v]^^/v}y;/^^^^ 2, 3-^tK 

n^-^77'nt>xxr/i' ; 

{2-ytm-5-[3- (4- v-ry - 3 - hy y/v^ru^/vy^/v) - 5, 5 - 
- 4 - ^^y - 2 - ^^y^yv y - 1 - -f/v] y^—zi^ } #/w^>^ 2 - 
v?y^/vT5:y^^/v^^/v ; 

{2-ynn-5-[3- (4— : y77-3-ynn7x^;V) -5, 5-^y^7V-4-^" 

=ar y - 2 - ^-^y-f^y yy ^ - 1 - ^/v] y^/v } %/w<^>m 2 - ^vkt ^ 



WO 2006/028226 



185 



PCT/JP2005/016664 



yxf/i/xxf/V; 

{2-^tm-5-[3- (4-^T7-3-^h^>^^/V)-5, 5-i?^/V-4- 
Hfcy - 2 - "f-HrZ^M^&^/y 1 — i;V\ -7zc^-;v}$};Vs<^sW. 2 - i?*^A> 

N-{2-^nt2-5-[3-(4-vOV-3- h y y /V^y ^/vy a^/V) -5,5- 

yy^/^-4-^y-2-^^yy^v>yy- i -y/yiy^/W^T^yy ; 

4- [3- (4-i/T7-3-MJy/V^-a^/Vy^— /P) -5, 5-S^VV-4-^-3r 

y - 2 - ^^y^yyy^y- i -y/v] -<yif y^/v^yr^K ; 
i-{5 - [3- (4-yT/-3-hyy/v^-ny5 : -/vy^/v) -5, 5— 

- ^y - 2 - *j-nr**M^s v ^y - 1 — f /v] try y y - 2 - y /v } - 3 - ( 2 - -yy 

{5- [3- (4-yT/-3-hyy/v^-ny^-/vy^/v) -5, 5-i yy^/v-4-^- 
dr y - 2 - ^-^yy ^yvy -y y - 1 - y/v] try yy- - 2 - y/v } #/w^y & 2 - y 

i-{5 - [3- (4-yry-3-hyy/v^-tiy^/vy^/v) -5, 5— yy^yv-4 

- ^ y - 2 - yy $y y y yy - 1 - y/v] t°y yy - 2 - y/v } - 3 - (2 - 1 k 

{5- [3- (4-yr/-3-hyy/v^-py^-/vy^/v) -5, 5— yy^vi — 
* y - 2 - ^^yy^yy v?y - 1 — M t°y -yy - 2 - y/v } 2 - 1 

i-{5-[3- (3-^nn-4-y/y7x^y) -5, 5-> ? y^/v-4-^y-2 
-^^yy^yvyyy- 1 -^]^<y/w- a— 2 — f/W-3- (2— yy^ 

l-{5- [3- (3- ^no -4— J/7/7s^)- 5, 5-v 5 y^/V-4-^y-2 

-^^yy^yyyv'y-i-y/vi^yy^Ty— /v-2-y/v}-3- (2, 3-yt 

1 — {5— [3- (3-ynn-4-yTyyci:^/k)-5, 5-> ? y^/V-4-^y-2 

- ^^yy^vy y y - i -y/v] ^y/fry-/v- 2 -y/W - 3 - (2 - tKu 
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{5- [3- (3-^PtP-4-^T7^^/V)-5, 5-^^/1^-4-^-^-2-^ 

^j-^yy^vy >>y- 1 - ^] ^y/f7y - 2 - 2->>y 

{5-[3-(3-^nn-4— >Tyy^/V)-5, 5-^^-4-^-^-2-^ 

t w^yyv?y- 1 -^n^y/f 7/-^- 2-^}^;w^yi 2, 3- 

{5- [3- (3-^nn-4-W7x^) -5, 5-^^-4-^-^-2-^ 

^yy^yyyv- 1 — M^y/f7/- /v-2-^vw#/v^y^ 2-tR 

N-{2-ynn-5-[3- (4-v^Ty-3-hyy/^ny^/V^-/V) -5, 5- 

^y^-4-^y-2-^^yy^v>yy- 1 -^;V\y^;v}^y>r^Y 

3- [3- (3-^nn-4-^7/7x-;V) -5, 5— SW/k— 4— ;*-3f-y— 2-^ 

{5- [3- (3-ynn-4— yryy^^/v)-5, 5— j*-^y— 2— ^ 
^yy^vy w— i -yvi/jfc^y-2-^/W#/w^y^ 2-^y^/vr^y 

{5- [3- {A-iyT/-3-Y^y;V^ru^;V7^;V) -5, 5-v ? y^/V-4-^ 

^y-2-^^y^yVy> ? y-i-^r/v]t o y> ? y-2-^'/v}^77^^y^ 2, 3 

{2-ypti-5-[3- (3-^PP-4-^7y7x^/V) - 5, 5-i^VV— 4-^" 

y - 2 - ^-^yy 5^vy - 1 - y/^] y } #/w^y ^ 2 - t°ny ^ v - 

{2-ynci-5-[3- (3-^nn-4-y7/7x-/V) - 5, 5— sWvi'— 

- 2 - y vV - 1 - -< /v] y ^^/i^ } #/w^y m 2 - y^/vr 

^y^^/i^y-yyv; 

{2-ynn-5-[3-(3-ynn-4-yT/y^/V)-5, 5-v ? y^/V-4-^" 
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y - 2 - tt^M^/V - 1 - -f/V] 7 3i=/V } #/V^5>-@g 2 - ^/VftV 1/ 
— A— ^;V^.^-;V=r.^r;V ; 
N-{5-[3- (3-^vm-4-i VTS7=.^As) -5, 5- v > ^/V-4-^y-2 

-^^y^yvyyv- 1 -^'Oo/w- /v- 2-^}^^; 
3- [3- (4-vry-3-MJ^7V^-ny^/vy^/v) -5, 5— 
y-2-^^y-f^yy yv- 1 — r/H-o-ifV^/v^^r^K; 

N- Tir^/V- 3 - [3 - (4 - */TJ— 3 - hU ;k7x-;V) - 5, 5 - *? 

^/v-4-^y-2-^-^y^yvy v^y- 1 -^v]^y-^v^/v*yr5K; 

{2-ynn-5-[3-(3-ynn-4-yTyy^/V)-5 ( 5-V^;V-A-^r 

^-y-2-ftw^/yv ? y-i-^]7x-/p}*;w^yi (2r, 3r)-2, 

3, 4 - hy fc^^r/^a^VV ; 

{2-ynn-5-[3-(3-ynn-4-yryy^/v)-5, 5-v ? y^/V-4-^" 
dry-2-^dry-f5yvyv ; y-i-^r/v]y^/v}-^7/w^y^ (2s, 3S)- 

2, 3, 4-hytKndr^^/V^^/V; 

{2-ynn-5-[3-(3-ycin-4— yry^^— /V)-5, 5-> ? y^v-4-^- 
y - 2 - ^^y^yvy vV - 1 - -iw] y 3i=/v } jj/vs^^y @g 3 - tKn^- 

2, 2-t^tKndrv-y^-/ky > nt:Vkrc^/V; 
{2-ypc2-5-[3- (4-yT7-3-hy^/V^-ay^/V^^7V) -5, 5— 

;v - 4 - ^y - 2 - ^^y^^yy v - 1 - >ivv] y 31=. } ^/w^v^ 3 - 

1- {2-ynn-5-[3- (4— : yyy-3-hy^/^ny^/^3i=7v) -5, 5-v 5 
y^/v - 4 - ^-^y - 2 - f-nr^M^s y >v - 1 — m -7^~>v } - 2 - y r y y 

T=yy; 

N-{2-ynn-5-[3-(3-yna-4-yT/y3i=/V)-5 ) 5— 

-^-^f-y-2-^^-dry--r$yvyy ; ^-i-/r/v]y3 i =/v}-c ) c, c-hyy/v^n 
y^y^/v*yT5:K; 

2- T5/-N4-{2-ynn-5-[3- (3-^PP-4-i yTyy^=7V) -5, 5- 

v ? y^-4-^y-2-^=¥y-r5yvyyy- 1 -^7v]y3i=/W=^y^T^ 
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K; 

2- T5/-Nl-{2-^nu-5-[3- (3-?uu-4-i/Ty7^~S^)-5, 5 

^y^w - 4 - y - 2 - ^-^y-f $y y y - 1 - -r/v] y } =»✓ Ny 5 
K; 

N- {5- [3- (3-yuu-4- v-T/y^/V) -5, 5— 2W/V-4-:*-3f-y-2 

4-{2-ynti-5-[3- (3-yni3-4— yr/^-/v)-5, 5-> ? y^/v-4 
-^y - 2 - ^-tt^M^SVW- 1 --f/v] y^~/v;fc/w^>i7WB&Bfe ; 
4-{2-ynn-5-[3-(3-ynn-4-^yyy^/V)-5, 5-VW/V-4 

-tf-^y - 2 - ^^y^yvyvV- 1 — ov] 7^~;v* MWkWtTXP ; 

3- {2-ynn-5-[3- (3-^dP-4-i/7y7x^) -5, 5-S*p^Vl'-4 
- ^-=¥y - 2 - ?"i&*M%&^Sy i?> - 1 - ^f/v] 7x=;^;w^^;v } y n t°^-y 

3-{2-ynn-5-[3- (3-^Pn-4-yry7x^;V) -5, 5-v ? y^/V-4 

-^y- 2-^dry^yvy> 5 >'- 1 — My^/io^w^^/WyW^y 

=*^yBl ^e-y- (2-{2-ynn-5-[3- (4—yry-3-hyy/v^-ny^/vy 
-5, 5-i yy^/v-4-^y-2-^=ary^^yy^-i--f/v]y^ 

vW/vr^/g^gt 2 - { 2 -ynn - 5 - [3 - (4 - i/ts— 3 - hy y;v^m^;v 
7i^)-5, 5-v ? y^/v-4-^y-2-^^-^ry^yyyv ? ^-i-^r/v]^ 

{2-ynn-5-[3- (3-^DD-4-^7y7x=/V) -5, 5— 

^ y - 2 - f-ttyj^S]) i?> - 1 - -f /H y } tf/w^Bfc 3 - *jx&jvr 

^yyntVkrc^^/v ; 

L-yvV 2-{2-ynu-5-[3- (4- v^Ty-3-hyy/V^-ny^/Vyrf/I^) 
-5,5- vW/k - 4 - ^y - 2 - f-i&rM ^ y y V - 1 - 
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y-2-^t-=^y^yyy 1 -^/v]^>-^v^/^^t^K; 

N-Tir^/V-2-^Pin-5-[3-(3-^nn-4-i/T7yai^/l-) -5, 5-v 5 

y^yv-4 -^y- 2-^i-^y^yvy vV- 1 ->f>] ^>~&yX/V^T^b* ; 

N-{5-[3- (3-^PP-4-^7/7x^/V) -5, 5-^5^-4-^^-2 

-^^yy^yvyvV-i — M^y/w-/v-2-^}-c ) c, c-f>yy 

[18] ff 5fc«l~17tf>vvf tL^^Hl^fEiccD^^, ^DglSSlfcfcfF^Pfcfi, *<Dzfv 
K^y\ *fc^^(Z)MfP^^^)^i:L-C-^tp|S^o 

[19] ft*ISl~l7ov^-rn^ i lII^IE«^t:^, wmmm^mteiM., 

[20] m&mi~i7<D^~rtifrimKmm.<Dfc-&m. wmmmKnm^m., ^©^n 

[21] ft ^l~170V^tL^^llS^frim^b^, WlS^^fW^ ^O/n 

K^s/y\ tttt<Dmimi®%m%}mftbi,x&tt, wi&mm. m^mm±&, m 
[22] T^b^^mi^T^^^bt\^xj^mT^mm^M^^n^>, mMm~ 

[23] 

am 
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R 2 

RcOOC~V R 3 

Hrsi v (ill) 

Y— Z— R 1 
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1-4 

1-6 

1-6 

v\] 
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Q-N = C=X 2 (IX) 

Q*5it^x 2 ttUE^^abfc^*5«9-efc§] 
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1-4 1-4 1-4 
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